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7.3.32 N2,N4-Bis [(4-methoxy-3-phenyl)phenyl]-5-fluoro-2,4- 
pyrimidmediamine (R926399) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 4-methoxy-3-phenylamline were 
5 reacted to yield N2,N4-bis[(4-niethoxy-3-phenyl)phenyl]-5-fluoro-2,4-pyrimidinediamine. 
NMR (CD3OD): 5 7.83 (d, IH, J= 4.2 Hz), 7.57 (bd, IH, J= 8.7 Hz), 7.48 (d, IE, J= 2.7 
Hz), 7.47-7.22 (m, 12H), 6.85 (d, IH, J= 8.7 Hz), 6.78 (d, IH, 9.3 Hz), 3.72 (s, 3H), 3.69 (s, 
3H); LCMS: ret. time: 29.97 min.; purity: 92%; MS (m/e): 493 (MH% 

7.3.33 N2,N4-Bis[(2-methoxy-5-phenyl)phenyl]-5-nuoro-2,4- 
10 pyrimidinediamine (R926400) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2-methoxy-5-phenylaniline were 
reacted to yield N2,N4-bis[(2-metlioxy-5-phenyl)phenyl]-5-fluoro-2,4-pyriniidinediamine, 
NMR (CD3OD): 5 8.03 (d, IH, J= 6.6 Hz), 7.76 (t, IH, J= 2.4 Hz), 7.28-7.10 (m, 13H), 
15 7.07 (d, IH, J= 9 Hz), 7.01 (d, IH, J= 8.1 Hz), 3.91 (s, 3H), 3.86 (s, 3H); LCMS: ret. time: 
18.58 min.; purity: 96%; MS (m/e): Mtt). 

7.3.34 N2,N4-Bis[(2-methoxy-5-methyl-4-phenyl)phenyl]-5-fluoro- 
2,4-pyriinidmediaiiime (R926401) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
20 pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2-methoxy-5-methyl-4- 

phenylaniline were reacted to yield N2,N4-bis[(2-methoxy-5-methyl-4-phenyl)phenyl]-5- 
fluoro-2,4-pyrimidinediamine. 'H NMR (CD3OD): 5 8.00 (d, IH, J= 4.8 Hz), 7.73 (s, IH), 
7.66 (s, IH), 7.43-7.24 (m, 9H), 6.91. (s, IH), 6.82 (s, IH), 3.86 (s, 3H), 3.85 (s, 3H), 2.14 
(s, 3H), 1.99 (s, 3H); LCMS: ret. time: 19.98 min.; purity: 99%; MS (m/e): 521 (Mtf). 

25 7.3.35 N2,N4-Bis[(2-methyl-5-phenyl)phenyl]-5-fluoro-2,4- 

pyrimidinediainine (R926402) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2-methyl-5-phenylaiiiline were 
reacted to yield N2,N4-bis[(2-methyl-5-phenyl)phenyl]-5-fluoro-2,4-pyrinudinediarnine. 
30 ^H NMR (CD3OD): 5 7.84 (bd, IH), 7.5 1-7.2Q (m, 16H), 2.3Q (s, 3H), 2.24 (s, 3H); LCMS: 
ret. time: 18.57 min.; purity: 87%; MS (m/e): 461 (MH*). 
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7.3.36 N2,N4-Bis[(3-pheny0phenyI]-5-fluoro-2,4-pyriimdinediamme 
(R926403) 

In like manner to the preparation of N2 JSf4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dicMoro-5-fluoropyrimidine and 3-phenylaniIine were reacted to 
yield N2,N4-bis[(3-phenyl)phenyl]-5-fIuoro-2,4-pyrimidinediamine. NMR (CD3OD): 8 
8.02 (d, IH, J= 5.1 Hz), 7.82 (t, IH, J= 1.5 Hz), 7.67 (t, IH, J= 1.8 Hz), 7.58 (dd, IH, J= 1.2 
and 7.2 Hz), 7.42-7.24 (m, 15H); LCMS: ret. time: 32.06 min.; purity: 94%; MS (m/e): 433 
(MH^. 

7.3.37 N2,N4-Bis(4-hydroxyphenyl)-5-fluoro-2,4-pyrimidmediamine 
(R926405) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoTO-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 4-acetoxyaniline were reacted to 
yield N2,N4-bis[(4-hydroxyphenyl]-5-fIuoro-2,4-pyriniidinediamine. After the work up it 
was observed that the acetoxy group was hydrolyzed to afford the N2,N4-bis(4- 
hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine instead of the corresponding acetate 
derivative. ^H NMR (CD3OD): 5 7.74 (d, IH, J= 5.6 Hz), 7.43 (dd, 2H, J= 2.1 and 6.6 Hz), 
7.28 (dd, 2H, J= 2.4 and 6.3 Hz), 6.74 (dd, 2H, J= 2.4 and 6.3 Hz), 6.66 (dd, 2H, J= 2.4 and , 
7.2 Hz); '^F NMR (CD3OD): - 48116 (d, IF); LCMS: ret. time: 16.15 min; purity: 100%; 
MS (m/e): 313 (MH^. 

7.3.38 N2^4'-Bis(4-hydroxy-3-methylphenyI)-5-fluoro-2,4- 
pyrimidinediamine (R926469) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 4-hydroxy-3-methylaniIine were 
reacted to yield N2,N4-bis[(4-hydroxy-3-methylphenyl]-5-fluoro-2,4-pyrimidinediamine. 
'H NMR (CD3OD): 5 7.64 (d, IH, J= 3.6 Hz), 7.1 1 (t, 2H, J= 9 Hz), 6.70-6.45 (m, 4H), 2.15 
(s, 3H), 2.09 (s, 3H); NMR (CD3OD): - 46278- LCMS: ret. time: 15.53; purity: 84%; 
MS (m/e): 341 (MH^. 

7.3.39 N2,N4-Bis[4-(tert-butoxycarbonylmethyleneoxy)phenyI]-5- 
fluoro-2,4-pyriiiiidinediaiiune (R926574) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and tert-butyl 4-aminophenoxyacetate 
were reacted to yield N2,N4-bis[4-(tert-butoxycarbonyhnethyleneoxy)phenyl]-5-fluoro-2,4- 
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pyriimdinediamine NMR (CDCI3): 8 7.88 (s, IH), 7.48 (d, 2H, J= 8.4 Hz), 7.40, (d, 2H, 
J= 8.7 Hz), 6.86 (m, 4H), 4.52 (s, 2H), 4.48 (s, 2H), 1.49 (s, 9H), 1.48 (s, 9H); LCMS: ret. 
time: 28.48 min.; purity: 95%; MS (m/e): 541 (Mtf). 

7.3.40 N2,N4-Bis(mdol-5-yl)-5-fluoro-2,4-pyriimdmediainme 
5 (R926582) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 5-aminoindole were reacted to 
yield N2,N4-bis(indol-5-yl)-5-fluoro-2,4-pyrimidinedianiine. LCMS: ret. time: 20.26 min.; 
purity: 99%; MS (m/e): 359 (MH*). 

10 7.3.41 N2,N4-Bis(4-cyanomethyIphenyl)-5-ethoxycarbonyl-2,4- 

pyrimidinediamine ^1926319) 

In like manner to N2,N4-bis(3-hydroxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine, 2,4-dichloro-5-ethoxycarbonylpyrimidine and 4-cyanomethylaniline 
were reacted to yield N2,N4-bis(4-cyanomethylphenyl)-5-ethoxycarbonyl-2,4- 
15 pyrimidinediamine. ^H NMR (DMS0-d6): 5 8.72 (s, IH), 7.64 (m, 4H), 7.32 (d, 2H, J= 8.7 
Hz), 7.21 (d, 2H, J= 8.4 Hz), 4.3 (q, 2H, J= 7.0 Hz), 3.97 (s, 2H,), 3.89 (s, 2H), 1.32 (3H, J= 
7 Hz); LCMS: ret. time: 30.83 min.; purity: 90 %; MS (m/e): 413 (MH^. 

73.42 N2,N4-Bis(3-indazol-6-yI)-5-ethoxycarboiiyl-2,4- 
pyrimidinediamine (R926320) 

20 In like manner to N2,N4-bis(3-hydroxyphenyl)-5-ethoxycarbonyl-2,4- 

pyrimidinediamine, 2,4-dichloro-5-ethoxycarbonylpyrimidine and 6-aminoiadazole were 
reacted to yield N2,N4-bis(6-indazolyl)-5-ethoxycarbonyl-2,4-pyrin3idinediamine. ^H NMR 
(DMS0-d6): 5 8.76 (s, IH), 7.73(d, 2H J= 8.8), 7.54 (m, 4H), 7.36 (d, 2H, J= 9.5 Hz), 4.3 
(q, 2H, J= 7.0 Hz), 1.34 (3H, J= 7 Hz); LCMS: ret. time 27.59 min.; purity: 95 %; MS 

25 (m/e): 415 (MH^. 

7.3.43 N2^4-Bis(3-indazol-7-yl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine (R926321) 

In like manner to N2,N4-bis(3-hydroxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine, 2,4-dichloro-5-ethoxycarbonylpyrimidine and 7-aminouidazole were 
30 reacted to yield N2,N4-bis(7-indazolyl)-5-ethoxycarbonyl-2,4-pyriimdinedianiine. ^HNMR 
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(DMS0-d6): 8 8.70 (s, IH), 7.54 (d, 2H J- 8.4 Hz), 7.37 (m, 6H), 4.3 (q, 2H, J= 7.0 Hz), 
1.33 (3H, J= 7 Hz); LCMS: ret. time 23.61 min.; purity: 94 %; MS (m/e): 415 (MH*). 

7.3.44 N2,N4-Bis[6-(l,4-beiizoxaziiie-3-oiiyl)]-5-ethoxycarbonyl-2,4- 
pyrimidinediamine (R926325) 

In like manner to to N2,N4-bis(3-hydroxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine, 2,4-dichloro-5-ethoxycarbonylpyrimidine and 6-amino-l,4- 
benzoxazine-3-one were reacted to yield N2,N4-bis[6-(l,4-benzoxazine-3-onyl)]-5- 
ethoxycarbonyl-2,4-pyrimidinediamine. ^H MMR (DMS0-d6): 8 8.66 (s, IH), 7.21 (dd, 2H 
J= 8.8 and J= 2.2 Hz), 6.89 (d, 2H J= 8.4 Hz), 4.54 (s, 2H) 4.49 (s, 2H) 4.3 (q, 2H, J= 7.0 
Hz), 1.33 (3H, J= 7 Hz); LCMS: ret. time 23.08 min.; purity: 88 %; MS (m/e): 477 (M£t). 

7.3.45 N2,N4-Bis(4-ethoxycarbonylmethyleneaminophenyl)-5- 
ethoxycarbonyl-2,4-pyrimidmediaiiiine (R926331) 

In like manner to to N2,N4-bis(3-hydroxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine, 2,4-dichloro-5-ethoxycarbonylpyrimidine and 4- 
ethoxycarbonybnethyleneaminoaniline were reacted to jdeld N2,N4-bis(4- 
ethoxycarbonylaminophenyl)-5-ethoxycarbonyl-2,4-pyrimidinedianiine. ^HNMR (CDCI3); 
8 8.72 (s, IH), 7.70 (d, 2H J= 8.8 Hz), 7.28 (d, 2H J= 8.4 Hz), 7.05 (d, 2H, J= 8.4 Hz) 6.82 
(d, 2H J= 8.4 Hz) 4.5 (m, 4H), 4.23 (m, 6H) 1.53 (m, 9H); LCMS: ret. time 18.08 min.; 
purity: 85%; MS (m/e): 537 (MH^. 

7.3.46 N2,N4-Bis(4-ethoxyphenyI)-6-methoxycarbonyI-2,4- 
pyrimidinediamine (R926058) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloro-6-methoxycarbonylpyrimidine with 4- 
ethoxyanilinegaveN2,N4-bis(4-ethoxyphenyl)-6-methoxycarbonyl-2,4-pyrimidinediamine. 
^H NMR (CDCI3): 8 7.42 (bs, IH), 7.35 (bd, 4H), 6.85 (bs, IH), 6.75 (bd, 4H), 3.97 (q, 4H, 
J= 4.8 Hz), 3 .92 (s, 3H), 1 .36 (t, 6H, J=. 6.3 Hz); LCMS: ret. time: 27.47 min.; purity: 97%; 
MS (m/e): 409 (MH^. 

7.3.47 N2,N4-Bis(4-ethoxyphenyl)-5-methyI-2,4-pyrimidinediamine 
(R926068) 

In a maimer analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloro-5-methylpyrimidine mth 4- 
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ethoxyaniline gave N2,N4-bis(4-ethoxyphenyl)-5-methyl-2,4-pyrimidinediainine. NMR 
(CD3OD): 8 7.55 (s, IH), 7.40 (d, 2H), 7.21 (d, 2H, J= 8.7 Hz), 6.90 (dd, 4H, J= 8.7 Hz), 
4.04 (q, 4H, J= 6.6 Hz), 2.17 (m, 6H); LCMS: ret. time: 26.51 min.; purity: 95%; MS (m/e): 
365 (MH^. 

5 7.3.48 N2,N4-Bis(4-ethoxyphenyl)-6-chloro-2,4-pyriinidinediainiiie 

(R926072) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4,6-trichloropyrimidine with 4-ethoxyaniline gave 
N2,N4-bis(4-ethoxyphenyl)-6-chloro-2,4-pyrimidinediamine. ^HNMR (CDCI3): 8 7.42 (d, 
10 2H, J= 9 Hz), 7. 1 8 (d, 2H, J= 8.7 Hz), 6.89 (d, 2H, J= 6.3 Hz), 6.84 (d, 2H, J= 8.7 Hz), 6.58 
(bs, IH), 4.02 (m, 4H), 1.43 (m, 6H); LCMS: ret. time: 83.21 min.; purity: 87%; MS (m/e): 
385 (M£t). 

7.3.49 N2^4-Bis(3,4-ethylenedioxyphenyl)-5-methyl-2^- 
pyrunidinediamme (R926242) 

15 In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 

2,4-pyrimidinediamine, the reaction of 2,4-dichloro-5-methylpyrimidine with 3,4- 
ethyleneoxyaniline gave N2,N4-bis(3,4-ethylenedioxyphenyl)-5-methyl-2,4- 
pyrimidinediamine. ^H NMR (CD3OD): 8 7.75 (bs, IH), 7.06 (d, IH, J= 2.4 Hz), 6.96 (d, 
IH, J= 2.1 Hz), 6.94 (d, IH, J= 2.1 Hz), 6.85-6.77 (m, 2H), 6.70 (d, IH, J= 9 Hz), 4.23 (s, 

20 4H), 4. 19 (s, 4H), 2.09 (s, 3H); LCMS: ret. time: 22.01 min.; purity: 100%; MS (m/e): 393 
(MH"). 

7.3.50 N2,N4-Bis(3,4-ethyIenedioxypheayl)-2,4-pyrimidlnediamme 
(R926243) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
25 2,4-pyrimidinediamine, the reaction of 2,4-dichloropyrimidine with 3 ,4-ethyleneoxyaniline 
gaveN2JSf4-bis(3,4-ethylenedioxyphenyl)-2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 8 
10.95 (s, IH), 10.50 (s, IH), 7.84 (bd, 2H), 7.24 (bd, 2H), 6.79 (bd, 2H), 6.40 (bd, 2H), 4.24 
(s, 8H); LCMS: ret. time: 21.68 min.; purity: 100%; MS (m/e): 379 (MH^. 
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7.3.51 N2,N4-Bis(3-hydroxyphenyl)-5-methyl-2,4-pyrimidmediaimne 
(R926248) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidmediamine, the reaction of 2,4-dichloro-5-methylpyrimidine with 3- 
hydroxyaniline gave N2,N4-bis(3-hydix>xyphenyl)-5-methyl-2,4-pyrimidinedianiine. 
LCMS: ret. time: 16.76 min.; purity: 100%, MS (m/e): 309 (MH*). 

7.3.52 N2, N4-Bis(3-hydroxyphenyl)-2,4-pyriimdmediainine 
(R926249) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloropyrimidine with 3-hydroxyaniline gave 
N2,N4-bis(3-hydroxyphenyl)-2,4-pyrimidinedianiine. LCMS: ret. time: 16.21 min.; purity: 
100%; MS (m/e): 295 (MSt). 

7.3.53 N2,N4-Bis[(4-methoxycarbonylmetliyIeneoxy)phenyl]-2,4- 
pyrimidinediamine (R926256) 

In a mamier analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloropyrimidine with methyl 4-, 
aminophenoxyacetategaveN2,N4-bis[(4-methoxycarbonyhnethyleneoxy)phenyl]-2,4- 
pyrimidinediamine. NMR (DMS0-d6): 5 10.7 (bs, IH), 10.28 (bs, IH), 7.84 (d, IH, J= 
6.9 Hz), 7.48 (bd, 2H), 7.35 (d, 2H, J= 8.7 Hz), 6.95 (d, 2H, J= 9 Hz), 6.90 (d, 2H, J= 8.7 
Hz), 6.35. (d, IH, J= 6.9 Hz), 4.81 (s, 2H), 4.79 (s, 2H), 3.69 (s, 3H), 3.68 (s, 3H); LCMS: 
ret. time: 21.27 min.; purity: 98%; MS (m/e): 439 (Mtt). 

7.3.54 (4i)-N2^4-Bis[4-methoxycarbonyl(alpha- 
methyI)methyleneoxyphenyl]-2^-pyriiiiidinediaiiiine 
(R926257) 

M a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichlorqpyrimidine with t!:)-methyl 2-(4- 
aminophenoxy)propionate gave (i)-N2,N4-bis[4-methoxycarbonyl(alpha- 
methyl)methyleneoxyoxyphenyl]-2,4-p3aimidinediamine. LCMS: ret. time: 24.09 min.; 
purity: 90%; MS (m/e): 467 (MH^. 
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7.3.55 N2^4-Bis(4-methoxycarbonylmethyleneoxyphenyl)-5- 
methyl-2,4-pyrimidinediamine (R926258) 

Iq a maimer analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloro-5-methylpyrin3idine withmethyl-4- 
aminophenoxyacetate gaveN2,N4-bis(4-methoxycarbonyhnethyleneoxyphenyl)-5-methyl- 
2,4-pyriniidinediamine. NMR (DMS0-d6): 5 10.21 (s, IH), 9.65 (s, IH), 7.78 (s, IH), 
7.42 (dd, 2H), J= 2.7 and 8.7 Hz), 7.28 (dd, 2H, J= 8.1 Hz), 6.94 (d, 2H, J= 8.47 Hz), 6.85 
(d, 2H, J= 8.7 Hz), 4.82 (s, 2H), 4.77 (s, 2H), 3.69 (s, 3H), 3.68 (s, 3H), 2.12 (s, 3H); 
LCMS: ret. time: 21.76 min.; purity: 100%; MS (m/e): 453 (MH"). 

7.3.56 Ci:)-N2,N4-Bis[4-ethoxycarbonyl(alpha- 
methyl)methyleneoxyphenyl]-5-methyl-2,4- 
pyrimidmediamine (R926259) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloro-5-methylpyrimidine with (i)-ethyl 2- 
(4-aminophenoxy)propionate gave (H;)-N2,N4-bis[4-ethoxycarbonyl(alpha- 
methyl)methyleneoxyphenyl]-5-methyl-2,4-pyrimidinediainine. . 'H NMR (I)MS0-d6): 5 

9.9 (bs, IH), 9,35 (bs, IH), 7.79 (s, IH), 7.43 (dd, 2H, J= 3.6 and 8.7 Hz), 7.32 (d, 2H, J= 
7.5 Hz), 6.86 (d, 2H, J- 9 Hz), 6.78 (d, 2H, J= 8.7 Hz), 4.95 (q, IH, J= 7.2 Hz), 4.90 (q, IH, 
J= 7.2 Hz), 4.12 (2q, 4H, J= 5.7 Hz), 2.10 (s, 3H), 1.51 (d, 3H, J= 6.3 Hz), 1.47 (d, 3H, J= 
6.3 Hz), 1.16 (2t, 6H, J= 5.7 Hz); LCMS: ret. time: 27.41 min.; purity: 96%; MS (m/e): 509 
(MH^). 

7.3.57 N2^4-Bis[2-(4-hydroxyphenyl)ethyl]-5-methyl-2,4- 
pyrimidmediamine (R92639T) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, the reaction of 2,4-dichloro-5-methylpyrimidine with 2-(4- 
hydroxyphenyl)ethylamine gave N2,N4-bis[2-(4-hydroxyphenyl)ethyl] -5-methyl-2,4- 
pyrimidinediamine. LCMS:. ret. time: 19.94 min.; purity: 100%; MS (m/e): 365 (MJct). 

7.3.58 N2^4-Bis-(3,4-dimethoxypenyI)-5-nitro-2,4- 
pyrimidmediamine (R940089) 

In like manner to. the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of 2,4-dichloro-5-nitropyrimidine with 3,4- 
dunethoxyaniline gave N2,N4-bis-(3,4-dimethoxyphenyl)-5-iiitro-2,4-pyrimidinediaanine. 
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LCMS: ret. time: 28.30 min.; purity: 100%; MS (m/e): 428 (MH^; ^HNMR (CDCI3): 
5 10.30 (IH, s), 9.14 (IH, s), 7.52 (IH, s), 7.08 (3H, m), 7.00 (IH, d, J= 8.4 Hz), 6.84 (IH, 
d, J= 8.4 Hz), 6.76 (IH, d, J= 8.4 Hz), 3.90 (3H, s), 3.87 (3H, s), 3.68 (3H, s), 3.60 (3H, s). 

73.59 N2,N4-Bis-(4-ethoxypenyl)-5-nitro-2,4-pyriinidmediamine 
5 (R940090) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of 2,4-dicliloro-5-nitropyrimidine with 4-ethoxya33iline 
gaveN2,N4-bis-(4-ethoxyphenyl)-5-mtro-2,4-pyriniidinediamine. LCMS: ret. time: 35.91 
min.; purity: 100%; MS (m/e): 396 (MH^; ^HNMR (CDCI3): S 10.25 (IH, s), 9.11 (IH, s), 
10 7.44 (2H, d, J= 8.6 Hz), 7.37 (2H, d, J= 9Hz), 6.88 (2H, d, J= 8.6 Hz), 6.80 (2H, d, J= 8.6 
Hz), 4.06 (2H, q, J= 7.2 Hz), 4.02 (2H, q, J= 7.2 Hz), 1.45 (3H, t, J= 7.2 Hz), 1.42 (3H, t, J= 
7.2 Hz). 

7.3.60 N2,N4-Bis-(3,4-ethylenedioxyphenyl)-5-mtro-2,4- 
pyrimidinediamine (R940095) 

.15 In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, the reaction of 2,4-dichloro-5-nitropyrimidine with 3,4- 
ethylenedioxyaniline gave N2,N4-bis-(3 ,4-ethylenedioxyphenyl)-5-mtro-2,4- 
pyrimidinediamine. LCMS: ret. time: 30.78 min.; purity: 100%; MS (m/e): 424 (MH^); 'H 
NMR (CDCI3): 5 10.21 (IH, s), 9.10 (IH, s), 7.40 (IH, s), 7.11-6.71 (6H, m), 4.29 (4H, s), 

20 4.25 (4H, s). 

7.3.61 N2,N4-Bis-[(4-ethoxycarbonyImethyleneoxy)pIienyl]-5-nitro- 
2,4-pyriiiiiduiediamme (R940096) 

In like matmer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of 2,4-dichloro-5-mtropyrimidine with ethyl-4- 

25 aminophenoxyacetate gave N2,N4-bis-[(4-ethoxycarbonylmethyleneoxy)phenyl]-5-mtro- 
2,4-pyrimidinediamine. LCMS: ret. tune: 32.48 min.; purity:. 94%; MS (m/e): 512 (MH^; 
IHNMR (CDCI3): 5 10.22 (IH, s), 9.13 (IH, s), 7.50 (IH, s), 7.45 (2H, d, J= 8.7 Hz), 7.38 
(2H, d, J= 8.7 Hz), 6.93 (2H, d, J= 8.7 Hz), 6.83 (2H, d, J= 8.7 Hz), 4.67 (2H, s), 4.63 (2H, 
s), 4.29 (2H, q, J= 7.2 Hz, 4.28 (2H, q, J= 7.2 Hz), 1.31 (3H, t, J= 7.2 Hz), 1.30 (3H, t, J= 

30 7.2 Hz). 
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7.3.62 



N2,N4-Bis-(2,2-difluoro-l,3-benzodioxol-5-yl)-5-nitro-2,4- 
pyrimidinedianiine (R940100) 



Iq like maimer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, tbe reaction of 2,4-dichloro-5-nitropyrimidine with 2,2-difluoro-5- 
5 amino- 1,3-beiizodioxole gave N2,N4-bis-(2,2-difluoro-l,3-benzodioxol-5-yl)-5-nitro-2,4- 
pyrimidinediamine. LCMS: ret. time: 38.15 min.; purity: 96%; MS (m/e): 467 (M^; 
NMR (CDCI3): 5 10.76 (IH, s), 10.49 (IH, s), 9.20 (IH, s), 7.74 (2H, s), 7.56 (IH, d, J= 
1 1.4 Hz), 7.33 (2H, m), 7.20 (IH, m). 



In like maimer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of 2,4-dichloro-5-fluoropyrimidine with 3,5-dichloro-4- 
hydroxyaniline gave N2,N4-bis-(3,5-dichloro-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 21.26 min.; purity: 88%; MS (m/e): 450 (M^); 
15 NMR (DMS0-d6): 5 9.96 (IH, s), 9.59 (IH, s), 9.47 (IH, s), 9.37 (IH, s), 8.22 (IH, d, J= 
3.6 Hz), 7.79 (2H, s), 7.74 (2H, s). 

7.3.64 N2JN4-Bis-(3-cWoro-4-hydroxy-5-methylphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R940216) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2i4- 
20. pyrimidinediamine, the reaction of 2,4-dichloro-5-fluoropyrimidine with 3-chloro-4- 

hydroxy-5-methylaniline gave N2,N4-bis-(3 -chloro-4-hydroxy-5-methylphenyl)-5-fluoro- 
2,4-pyrimidinediamine. LCMS: ret. time: 20.55 min.; purity: 99%; MS (m/e): 410 (MH^; 
^HNMR (DMS0-d6): 8 9.23 (IH, s), 9.07 (IH, s), 8.99 (IH, s), 8.66 (IH, s), 8.13 (IH, d, 
J= 3.6 Hz), 7.59 (2H, t, J= 3.1 Hz), 7.50 (IH, d, J= 2.3 Hz), 7.34 (IH, d, J= 2.3 Hz), 2.27 
25 (3H, s), 2.18 (3H, s). 



In like manner to the prqparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of 2,4-dichloro-5-fluoropyrimidine with 2,3-dimethyl-4- 
30 hydroxyaniline gave N2,N4-bis-(2,3-dimethyl-4-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamme. LCMS: ret. time: 19.07 min.; purity: 99%; MS (m/e): 369 (MH*); ^H 
NMR (DMSO-d6): 8 9.21 (IH, s), 8.99 (IH, s), 8.63 (IH, s), 7.92 (IH, s), 7.84 (IH, d, J= 



10 



7.3.63 



N2,N4-Bis-(3,5-dichloro-4-hydroxypheiiyl)-5-fluoro-2,4- 
pyrumdinedianiine (R940215) 



7.3.65 



N2,N4-Bis-(2,3-dimethyl-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R940217) 
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3.6 Hz), 6.94 (IH, d, J= 8.5 Hz), 6.85 (IH, d, J= 8.5 Hz), 6.70 (IH, d, J= 8.5 Hz), 6.58 (IH, 
d, J= 8.5 Hz), 2.12 (3H, s), 2.06 (3H, s), 2.02 (3H, s), 1.94 (3H, s). 

7.3.66 N2,N4-Bis-(4-Acetamidophenyl)-5-fluoro-2,4- 
pyrimidinediamine (R940222) 

5 In like maimer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, the reaction of 2,4-dichloro-5-fluoropyriinidine with 4-acetamidoaniline 
gave N2,N4-bis-(4-acetaimdophenyI)-5-fluorD-2,4-pyrinudinedianiine. . LCMS: ret. time: 
14.82 min.; purity: 95%; MS (m/e): 395 (MSt); ^H NMR (DMS0-d6): 5 10.33 (IH, s), 
10.14 (IH, s), 10.07 (2H, s), 8.39 (IH, d, J= 5.1 Hz), 7.64 (8H, m), 2.15 (3H, s), 2.13 (3H, 
10 s). 

73.67 N2,N4-Bis(3-isopropylphenyl)-5-fluoro-2,4- 
pyrimidmediainine R940297 

In like manner to the preparation of N2,N4-bis-(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediarmne, 2,4-dichloro-5-fluoropyrimidine and 3-isopropylaniline were reacted to 
15 give N2,N4-bis-(3-isopropylphenyl)-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 
29.58 min.; Purity: 98 %; MS (m/e): 365 (MH^; 'H NMR (DMS0-d6): 5 10.5 (IH, s), 
10.34 (IH, s), 8.41 (IH, d, J= 5.1 Hz), 7.62 (IH, d, J= 8.1 Hz), 7.53 (IH, s), 7.43 (IH, d, J= 
8.1 Hz), 7.37 (2H, m), 7.29 (IH, t, J= 8.1 Hz), 7.19 (IH, d, J= 7.8 Hz), 7.08 (IH, d, J= 7.8 
Hz), 2.88 (2H, m), 1 .25 (6H. d, J= 7.2 Hz), 1 .201 (6H, d, J= 7.2 Hz).. 

20 7.3.68 N2,N4-Bis(3A5-trimethoxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine (R926688) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3,4,5-trimethoxyamline were 
reacted to yield N2,N4-bis(3,4,5-trimethoxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 
25 LCMS: ret. time: 19.55 min.; purity: 99 %; MS (m/e): 461 (MH^. 

7.3.69 N2^4-Bis(2-methyl-5-phenylphenyl)-5-bromo-2,4- 
pyrimidinediainine R925800. 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichloropyriniidine and 5-phenyl-or?/io-toluidine were 
30 reacted to yield N2,N4-bis(2-methyl-5-phenylphenyl)-5-bromo-2,4-pyrimidinediamine. 
LCMS: ret. time: 19.54 min.; purity: 90 %; MS (m/e): 422 (MH^. 
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7.3.70 N2,N4-Bis(2-methoxy-5-methyl-4-pheiiyIphenyl)-5-bromo-2,4- 
pyrimidinediamine (R925801) 

la a maimer similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichloropyrimidine 5-methyl-4-phenyl-or^Ao-anisidine 
were reacted to yield N2,N4-bis(2-methoxy-5-methyl-4-pheiiylphenyl)-5-bromo-2,4- 
pyrimidinediamine. LCMS: ret. time: 20.99 min.; purity: 85 %; MS (m/e): 583 (MH^. 

7J.71 N2,N4-Bis(mdol-6-yl)-5-fluoro-2,4-pyriimdiiiediamme 
(R926594) 

In like manner to the preparation of N2,N4-bis(3-hydToxyphenyl)-5-fIuoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriimdine and 6-aminoindole were reacted to 
yield N2,N4-bis(indol-6-yl)-5-fluoro-2,4-pyriinidinediamine. LCMS: ret. time: 22.39 min.; 
purity: 85%; MS (m/e): 359 (mt). 

7.3.72 N2,N4-Bis(2-methoxycarbonyl beiizofiiran-5-yl)-5-fluoro-2,4- 
pyrunidinediamme (R926604) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2-methoxycarbonyl-5- 
aminobenzofuran were reacted to yield N2,N4-bis(2-methoxycarbonyl benzofuran-5-yl))-5- 
fluoro-2,4-pyrimidinediamine. NMR (DMS0-d6): 8 10.3 (bs, IH), 10.05 (bs, IH), 8.25 
(d, IH, J= 5.4 Hz), 8.06 (s, IH), 7.94 (s, IH), 7.77-7.49 (m, 5H), 7.36 (bs, IH), 3.89 (s, 3H), 
3.87 (s, 3H). 

7.3.73 N2,N4-Bis[4-(methoxycarboiiylmethyl)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (R926605) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and ethyl 4-aminophenyl acetate were 
reacted to yield N2,N4-bis[4-(methoxycarbonylmethyl)phenyl]-5-fluoro-2,4- 

pyrimidinediamine. The cross esterification reaction of ethyl ester to obtain the 
corresponding methyl ester was observed. ^H NMR (CDCI3): 5 10.62 (s, IH), 8.06 (s, IH), 
7.69 (d, IH, J= 4.5 Hz), 7.53 (d, 2H, J= 8.1 Hz), 7.43 (d, 2H, J= 8.7 Hz), 7.30 (d, 2H, J= 8.4 
Hz), 7.20 (d, 2H, J= 8.4 Hz), 3.73 (s, 3H), 3.72 (s, 3H), 3.67 (s, 2H), 3.63 (s, 2H). 
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7.3.74 N2,N4-Bis(2-ethoxycarbonylmdol-5-yl)-5-fluoro-2,4- 
pyrimidinediamine (R926616) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 2-ethoxycarbonyl-5-indoleamine 
5 were reacted to yield N2,N4-bis(2-ethoxycarbonylindol-5-yl)-5-fluoro-2,4- 

pyrimidinediamine. 'HNMR(DMS0-d6): 6 11.83 (s, IH), 11.63 (s, IH), 9.21 (s, IH), 8.99 
(s, IH), 8.08 (s, IH), 8.01 (m, 2H), 7.49-7.22 (m, 4H), 6.92 (s, IH), 6.63 (s, IH), 4.29 (q, 
4H, J= 7.2 Hz), 1.32 (m, 6H); LCMS: ret. time: 24.74 min.; purity: 99%; MS (m/e): 503 

(mh:^. 

10 7.3.75 N2,N4-Bis(coumariii-6-yl)-5-fluoro-2,4-pyrimidinediamine 

(R926617) 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 6-aminocoiimarin were reacted to 
yield N2,N4-bis(coumarin-6-yl)-5-fluoro-2,4-pyrimidinediamine. *H NMR (DMSO-d6): 
15 5 8.17 (d, 2H, J= 3.6 Hz), 7.97-7.74 (m, 5H), 7.40 (IH, d, J= 8.7 Hz), 7.30 (d, IH, J= 9Hz), 
6.50 (d, IH, J= 10.2 Hz), 6.40 (d, IH, J= 9.3 Hz); LCMS: ret. time: 19.05 min.; purity: 94%; 
MS (m/e): 417 (MH^. 

7.3.76 N2,N4-Bis(4-methoxymethyl)coumarm-7-yl)-5-fluoro-2,4- 
pyrimidmediamine (R926620) 

20 In Uke manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 7-amino-4- 
methoxymethylcoumarin were reacted to yield N2,N4-bis(coumarin-7-yl)-5-fluoro-2,4- 
pyrimidinediamine. ^H NMR (DMS0-d6): 5 10.38 (s, IH), 8.42 (d, IH, J= 3 Hz), 8.28 (m, 
IH), 8.05-7.93 (m, 2H), 7.77-7.50 (m, 4H), 6.31 (s, IH), 6.29 (s, IH), 4.66 (s, 2H), 4.65 (s, 

25 2H), 3.43 (s, 3H), 3,41 (s, 3H); LCMS: MS (m/e): 505 (MET^. 



7.3.77 N2,N4-Bis(3-(hydroxymethyl)phenyl)-5-fluoro-2y4- 
pyrimidinediamme (R925757) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fiuoro-2,4- 
30 pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-aminobenzylalcohol were 

reacted to yield N2,N4-bis(3-(hydroxymethyl)phenyl)-5-fIuoro-2,4-pyrmiidinediamine. ^H 
NMR (CD3OD): 6 7.90 (d, IH, J= 3.3 Hz), 7.71 (m, IH), 7.61 (d, IH, J= 6.9 Hz), 7.50 (d, 
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IH, J- 6.0), 7.47 (s, IH), 7.31 (t, IH, J= 8.1 Hz), 7.22 (t, IH, J= 8.1 Hz), 7.10 (d, IH, J= 
6.9), 6.97 (d, IH, J= 7.5 Hz), 4.63 (s, 4H); LCMS: ret. time: 15.36 min.; purity: 100%; MS 
(m/e): 342 (MH^. 

7.3.78 N2,N4-Bis[(2R)-hydroxy-(lS)-methyl-2-pheiiyIethyl]-5-fluoro- 
5 2,4-pyrimidinediainine (R925767) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriinidine and (lR,2S)-(-)-norephedrine were 
reacted to yield N2,N4-bis[(2R)-hydroxy-(lS)-methyl-2-phenylethyl]-5-fluoro-2,4- 
pyrimidinediamine. ^HMMR (acetone-de): 5 7.67 (s, IH), 7.49-7.42 (m, 4H), 7.38-7.19 (m, 
10 6H), 6.09 (d, IH, J= 9.0 Hz), 5.73 (d, IH, J= 7.5 Hz), 5.61 (d, IH, J= 9.3 Hz), 5.04 (d, IH, 
J= 3.6 Hz), 4.97 (d, IH, J= 2.7 Hz), 4.74 (bs, IH), 4.48 (bs, IH), 4.30-4.25 (m, IH), 1.09 (d, 
IH, J= 6.9 Hz), 1.03 (d, IH, J= 6.6 Hz); LCMS: ret. time: 21.56 min.; purity: 98%; MS 
(m/e): 397(Mtf"). 

7.3.79 N2,N4-Bis(2-hydroxy-2-phenylethyl)-5-nuoro-2,4- 
15 pyrimidinediamine (R925768) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dicliloro-5-fluoropyrimidine and 2-amino-l-phenylethanol were 
reacted to yield N2,N4-bis(2-hydroxy-2-phenylethyl)-5-fluoro-2,4-pyrimidinediamine. ^H 
NMR (acetone-dfi): 8 8.15 (s, IH), 7.46-7.22 (m, lOH), 5.01 (dd, IH), 4.91 (dd, IH), 4.78 
20 (dd, IH), 3.86-3.18 (m, 5H); LCMS: ret. time: 19.64 min,; purity: 89 %; MS (m/e): 369 
(MH^). 

7.3.80 N2,N4-Bis(furfuryl)-5-fluoro-2,4-pyrimidinediamme 
.(R925769) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
25 pyrimidinediamine, 2,4-dichloro-5-fluoropyriinidine and furfurylamine were reacted to 
yield N2,N4-bis(furfuryl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (CDCI3): 6 7.72 (bs, 
IH), 7.38 (dd, 2H, J= 1.8 and 7.5 Hz), 6.34-6.30 (m, 2H), 6.22 (dd, 2H, J= 2.4 and 9.9 Hz), 
5.163 (bs, 2H), 4.63 (d, 2H, J= 6.0), 4.54 (d, 2H, J= 6.0).; NMR (CDCI3): - 48621 ; 
LCMS: ret. time: 97.27min.; purity: 97%; MS (m/e): 289 (MH*). 
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7.3.81 N2,N4-Bis(piperonyl)-5-fIuoro-2,4-pyrimidmeaniine 
(R925770) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-flupro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and piperonylamine were reacted to 
5 yield N2,N4-bis(piperonyl)-5-fliioro-2,4-pyrimidinediamine. NMR (CDCI3): 

8 7.60 (bs, IH), 6.78-6.69 (m, 6H), 5.93 (s, 2H), 5.91 (s, 2H), 4.51 (d, 2H, J= 5.7 Hz), 4.43 
(d, 2H, J= 5.1 Hz); '^F NMR (CDCI3): - 45257; LCMS: ret. time: 22.06 min.; purity: 96%; 
MS (m/e): 397 (MH^. 

7.3.82 N2,N4-Dibenzyl-5-fluoro-2,4-pyrimidmediaimne (R925772) 

10 In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and benzylamine were reacted to yield 
N2,N4-bis(benzyl)-5-fluoro-2,4-pyrimidinediamine. ^HNMR (CDCI3): 5 7.69 (bs, IH), 
7.35-7.24 (m, lOH), 5.63 (bs, IH), 5.27 (bs, IH), 4.61 (d, 2H, J= 6.0 Hz), 4.55 (d, 2H, J= 
6.0 Hz); ^^F m/SR (CDCI3): - 48580; LCMS: ret. time: 23.73 min.; purity: 100%; MS (m/e): 

15 309 (MH^. 

7.3.83 N2,N4-Bis(3,4-methyIenedioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R925776) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3,4-methylenedioxyaniline were 
20 reacted to yield N2,N4-bis(3,4-methylenedioxyphenyl)-5-fluoro-2,4-pyrimidinedianiine. ^H 
NMR (CDCI3): 5 7.86 (bs, IH), 7.27 (m, IH), 7.19 (m, IH), 6.89 (dd, 2H, J= 2.1. and 8.1 
Hz), 6.80 (dd, 2H, J=. 1.8 and 8.1 Hz), 6.73 (t, 2H, J= 8.1 Hz), 5.97 (s, 2H), 5.92 (s, 2H); 
NMR (CDCI3): - 47591; LCMS: ret. time: 21.74 min.; purity: 97%; MS (m/e): 369 (mt). 

7.3.84 N2,N4-Bis[2-(4-hydroxyphenyl)etliyl]-5-fluoro-2,4- 
25 pyrimidinediamine (R925791) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and tyramine were reacted to yield 
N2,N4-bis[2-(4-hydroxyphenyl)ethyl]-5-fluorD-2,4-pyrimidinediamine. ^HNMR (DMSO- 
d6): 5 9.17 (bs, IH), 8.22 (bs, IH), 6.99 (d, 4H, J= 8.1 Hz), 6.65 (d, 4H, J= 8.1 Hz), 3.48- 
30 3.43 (m, 4H), 2.72 (t, 4H, J= 7.7 Hz); LCMS: ret. tune: 19.19min.; purity: 100 %; MS 
(m/e): 369 (M£t). 
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7.3.85 N2,N4-Bis(4-cyanophenyl)-5-fluoro-2,4-pyriimdinediaimiie 
(R945057) 

In like maimer to the preparation of N2,N-4-bis(3-hydroxyphenyl)-5-fluoro-4- 
pyrimidineamine, 4-aminobenzonitrile and 2,4-dichloro-5-fluoropyrimidine gave N2J^J4- 
5 bis(4-cyanophenyl)-5-fluoro-2,4-pyrimidinediainine. NMR (DMS0-d6): 5 7.26 (d, J= 
8.7 Hz, 2 H), 7.36 (d, J= 9.0 Hz, 2 H), 7.43 (d, J= 8.7 Hz, 2 H), 7.60 (d, J= 8.7 Hz, 2 H), 
7.86 (d, J= 3.6 Hz, 1 H), 9.49 (br, 1 H, NH), 9.51 (br, 1 H, NH); l^F NMR (282 MHz, 
DMS0-d6): 5 - 161.48; LC: 27.15 min.; 100%; MS (m/e): 331.00 (MH"). 

7.3.86 N2,N4-Bis(4-ethylphenyl)-5-fluoro-2,4-pyrimidmediamine 
10 (R926234) 

In a manner similar to. the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 4-ethylaniline were reacted to 
yield N2,N4-bis(4-ethylphenyl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (CDCI3): 5 8.83 
(bs, IH), 7.77 (d, IH. J= 3.9 Hz), 7.48 (d, 2H, J= 8.7 Hz), 7.40 (d, 2H, J= 8.7 Hz), 7.31 (bs, 
15 IH), 7.18 (d, 2H, J= 8.7 Hz), 7.11 (d, 2H, J= 8.7 Hz), 2.68-2.61 (m, 4H), 1.28-1,21 (m, 6H); 
LCMS: ret. time: 29.17 min.; purity: 100 %; MS (m/e): 337(MH^. 

7.3.87 N2,N4-Bis(3-chloro-4-hydroxyphenyl)-5-nuoro-2,4- 
pyrimidinedianune (R926675) 

In a marnier similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
20 pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-chloro-4-hydroxyaniline were 
reacted to yield N2,N4-bis(3-chloro-4-hydroxyphenyl)-5-fluoro-2,4-pyrimidinediatnine. 'H 
NMR (CD3OD): 8 7.83 (d, IH, J= 4.2 Hz), 7.59 (d, IH, J= 2.4 Hz), 7.53 (d, IH, J= 2.4 Hz), 
7.40 (dd, IH, J= 2.4 and 8.7 Hz), 7.20 (dd, IH, J= 2.4 and 8.7 Hz), 6.89 (d, IH, J= 8.7 Hz), 
6.81 (d, IH, J= 8.7 Hz); NMR (CD3OD): - 47862; LCMS: ret. time: 17.89 min.; purity: 
25. 99%; MS (m/e): 382 (MH^. 

7.3.88 N2,N4-Bis[3-chIoro-4-(ethoxycarbonylmethyleneoxy)phenyI]- 
5-fluoro-2,4-pyrimidinediamine(R926676) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-chloro-4- 
30 (ethoxycarbonyhnethyleneoxy)aniline were reacted to yield N2,N4-bis[3-chloro-4- 

(ethoxycarbonylmethyleneoxy)phenyl]-5-fluoro-2,4-pyrimidinediamine. *H NMR (CDCI3): 
5 7.93 (bs, IH), 7.67-7.65 (m, 2H), 7.41 (dd, IH, J= 3.0 and 9.3 Hz), 7.26 (dd, IH, J= 2.7 
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and 9.3 Hz), 6.92-6.85 (m, 3H), 6.69 (d, IH, J= 2.4 Hz), 4.71 (s, 2H), 4.66 (s, 2H), 4.32- 
4.23 (m, 4H), 1.33-1.27 (m, 6H); ^^F NMR (CDCI3): - 47274; LCMS: ret. time: 27.51 min.; 
purity: 97 %; MS (m/e): 553 (M^. 

7.3.89 N2,N4-Bis(3-fluoro-4-hydroxyphenyl)-5-fluoro-2,4- 
5 pyrimidinediamine (R926681) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-fluoro-4-hydroxyaniline were 
reacted to yield N2,N4-bis(3-fluon)-4-hydroxyphenyl>-5-fliioro-2,4-pyriniidinedianiine. ^H 
NMR (CDCI3): 6 7.83 (d, IH), 7.53 (dd, IH), 7.42 (dd, IH), 7.22 (dq, IH), 7.03 (dq, IH), 
10 6.89 (d, IH), 6.83 (s, IH), 6.80 (s, IH), 6.78 (d, IH); ^'F NMR (CDCI3): - 390060, - 39165, 
- 47835; LCMS: ret. time: 15.27 min.; purity: 95. %; MS (m/e): 349 (MH^. 

7.3.90 N2^4-Bis(3-acetamidophenyl)-5-flnoro-2,4- 
pyrimidmediainine (R926682) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fIuoro-2,4- 
15. pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-aminoacetanilide were reacted to 
yield N2,N4-bis(3-acetamidophenyl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (DMSO- 
d6): 5 10.24 (bs, IH), 10.03 (s, IE), 9.94 (s, IH), 8.20 (d, IE, J= 4.8 Hz), 7.91 (bs, IH), 
7.68 (bs, IH), 7.43 (d, IH, J= 8.1 Hz), 7.35-7.30 (m, 2H), 7.24-7.19 (m, 2E), 7.11 (t, IE, J= 

8.1 Hz), 2.03 (s, 3H), 2.01 (s, 3H); LCMS: ret. time: 15.10 min.; purity: 99 %; MS (m/e): 
20 395 (MH"). 

7.3.91 N2,N4-Bis(2-fluoro4-hydroxyphenyl>5-fluoro-2,4- 
pyriinidmediamme (R926683) 

In a maimer similar to the preparation of N2JSf4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2-fluoro-4-hydroxyaniline were 
25 reacted to yield N2,N4-bis(2-fluoro-4-hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine. ^H 
NMR (DMS0-d6): 6 9.78 (s, IH), 9.50 (s, IE), 8.75 (s, IE), 8.06 (s, IE), 7.87 (d, IE, J= 

4.2 Hz), 7.25-7.18 (m, 2H), 6.61 (dd, IH, J= 2.4 and 12.3 Hz), 6.56-6.47 (m, 2H), 6.39 (dd, 
IH, J= 1.8 and 8.7 Hz); LCMS: ret. time: 15.52 min.; purity:. 99 %; MS (m/e): 349 (Mit). 
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7.3.92 N2,N4-Bis(4-isopropoxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R926701) 

In a maimer similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dicMoro-5-fIuoropyrimidine and 4-isopropoxyaniline were reacted 
5 to yield N2,N4-bis(44sopropoxy)phenyl)-5-fluoro-2,4-pyriniidinediamine. 'HNMR 

(CDCI3): 6 7.89 (bs, IH), 7.47 (d, 2H, J= 8.7 Hz), 7.38 (d, 2H, J= 9.0 Hz), 6.87 (d, 2H, J= 
9.0 Hz), 6.83 (d, 2H, J= 8.7 Hz); LCMS: ret. time: 27.51 min.; purity: 98 %; MS (m/e): 397 

7.3.93 N2,N4-Bis(3,4-ethylenedioxyphenyI)-5-bromo-2,4- 
10 pyrimidmediamine (R925771) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichloropyrimidine and 3,4-ethylenedioxyamline were 
reacted to yield N2,N4-bis(3,4-ethylenedioxyphenyl)-5-bromo-2,4-pyrimidinediamine. ^H 

NMR (CDCI3): S 8.07 (bs, IH), 7.16 (d, IH, .T= 3.0 Hz), 7.10 (d, IH, J= 2.7 Hz), 6.98-6.93 
15 (m, 2H), 6.90-6.75 (m, 3H), 4.28-4.21 (m, 8H); LCMS: ret. time: 22.61 min.; purity: 100%; 
MS (m/e): 458 (MH*"). 

7.3.94 N2^4-Bis(3-hydroxyphenyl)-5-bromo-2,4-pyrimidinediamme 
(R925778) 

In a manner similar to die preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
20 pyrimidinediamine, 5-bromo-2,4-dichloropyrimidine and 3-aminophenol were reacted to 
yield N2,N4-bis(3-hydroxyphenyl)-5-bromo-2,4-pyrimidinediamine. ^H NMR (DMSO- 
d6): 5 9.99 (bs, IH), 9.34 (bs, IH), 8.30 (s, IH), 7.15 (t, IH, J= 8.4 Hz), 7.06-6.97 (m, 2H), 
6.94-6.92 (m, 2H), 6.80 (bs, IH), 6.62 (s, IH, J= 8.1 Hz), 6.43 (d, IH, J= 7.8 Hz); LCMS: 
ret time: 18.48 min.; purity: 97%; MS (m/e): 374 (MH*). 

25 7.3.95 N2,N4-Bis[4-(ethoxycarbonylmethyleneoxy)phenyl]-5-bromo- 

2,4-pyriniidinediamine (R925779) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichlorDpyrimidine and ethyl 4-aminophenoxyacetate 
were reacted to yield N2,N4-bis[4-(ethoxycarbonylmethyleneoxy)phenyl]-5-bromo-2,4- 
30 pyrimidinediamine. NMR (DMS0-d6): 5 9.12 (s, IH), 8.48 (s, IH), 8.1 1 (s, IH), 7.42 
(d, 4H, J= 8.7 Hz), 6.89 (d, 2H, J= 9.0 Hz), 6.71 (d, 2H, J- 9.3 Hz), 4.78 (s, 2H), 4.66 (s. 
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2H), 4.20-4.10 (m, 4H), 1.23-1.16 (m, 6H); LCMS: ret. time: 25.82 min.; purity: 94%; MS 
(m/e): 546 (MH^. 

7.3.96 N2,N4-Bis[2-(4-hydroxyphenyl)ethyl]-5-bromo-2,4- 
pyrimidinediamme (R925792) 

5 la a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 5-bromo-2,4-dichloropyriinidine and tyramine were reacted to yield 
N2,N4-bis[2-(4-hydroxyphenyl)ethyl]-5-bromo-2,4-pyrimidinediamine. NMR (DMSO- 
d6): 5 7.83 (s, IH), 6.96 (d, 4H, J= 8.1 Hz), 6.63 (d, 4H, J= 8.1 Hz), 3.54-3.42 (m, 2H), 
2.74-2.66 (m, 2H), 2.74-2.66 (m, 4H); ret. time: 20.10 min.; purity: 100 %; MS (m/e): 430 
10 (MH^. 

7.3.97 N2,N4-Bis(2-pheiiylphenyI)-5-bromo-2,4-pyriiiudinediaiiiine 
(R925798) 

In a maimer similar to the preparation of N2,N4-bis(3-hydioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichloropyrimidine and 2-aminobiphenyl were reacted to 
15 yield N2,N4-bis(2-phenylphenyl)-5-bromo-2,4-pyrimidinediamine. NMR (CDCI3): 6 
8.34 (d, IH, J= 8.1 Hz), 8.27 (d, IH, J= 8.1 Hz), 8.00 (s, IH), 7.51-7.18 (m, 17H), 6.95 (s, 
IH); LCMS: ret time: 1 8.87 min.; purity: 97 %; MS (m/e): 495 (MH^. 

7.3.98 N2,N4-Bis(2-methoxy-5-phenylphenyl)-5-bromo-2,4- 
pyrimidinediamine ^25799) 

20 In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 5-bromo-2,4-dichloropyrimidine and S-phenyl-or^Ao-anisidine were 
reacted to yield N2,N4-bis(2-methoxy-5-phenylphenyl)-5-bromo-2,4-pyrimidinediamine. 

NMR (DMSO-d6): S 8.26 (m, 2H), 8.05 (m, 2H), 7.39-7.21 (m, 12H), 7.17 (dd, IH, J= 
2.4 and 8.1 Hz), 7.11 (d, IH, J= 8.7 Hz), 7.05 (d, IH, J= 9.0 Hz), 3.88 (s, 3H), 3.83 (s, 3H); 

25 LCMS: reL time: 20.5 1 min.; purity: 98 %; MS (m/e): 554 (MH^). 

7.3.99 N2J^J4-Bis(4-methoxy-3-phenyIphenyI)-5-bromo-2^- 
pyrimidinediamine (IE(92S802) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, with the addition of triethylamine, 5-bromo-2,4-dichloropyrimidine and 
30 3-phenyl-;?ara-anisidine hydrochloride were reacted to yield N2,N4-bis(4-methoxy-3- 
phenylphenyl)-5-bromo-2,4-pyrimidinediamine. ^HNMR (DMSO-d6): 8 8.26 (m, 2H), 
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8.06 (m, 2H), 7.38-7.25 (m, 12H), 7.18. (dd, IH, J= 2.4 and 8.1 Hz), 7.12 (d, IH, J= 8.7 Hz), 
7.05 (d, IH, 8.7 Hz), 3.89 (s, 3H), 3.83 (s, 3H); LCMS: ret. time: 36.77 min.; purity: 98 %; 
MS (ni/e): 554 (MH^. 

7.3.100 N2^4-Bis(3-phenylphenyl)-5-bromo-2,4-pyrimidinediamiiie 
5 (R925803) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyplienyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-bromo-2,4-dichloropyrimidiiie and 3-aminobiphenylwere reacted to 
yield N2,N4-bis(3-pheiiylphenyl)-5-bromo-2,4-pyrimidinedianiine. ^H NMR (DMS0-d6): 
8 9.86 (bs, IH), 9.20 (bs IH), 8.33 (s, IH), 7.79 (bs, IH), 7.18 (bs, IH), 7.61 (d, IH), 7.56- 
10 7.51 (m, 2H), 7.48-7.23 (m, IIH), 7.17-7.04 (m, 2H); LCMS: ret. time: 19.52 min.; purity: 
80 %; MS (m/e): 494 (MH*). 

73.101 N2,N4-Bis(3,4-ethylenedioxyphenyl)-5-cyano-2,4- 
pyrimidinediamine (R925773) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
15 pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and 3,4-ethylenedioxyaniline were 
reacted to yield N2,N4-bis(3,4-ethylenedioxyphenyl)-5-cyano-2,4-pyrimidinediamine. ^H 
NMR (DMS0-d6): 5 9.69 (bs, IH), 9.28 (bs, IH), 8.40 (s, IH), 7.16-6.89 (m, 4H), 6.79 (d, 
IH, J= 9.0 Hz), 6.65 (bs, IH), 4.22 (s, 4H), 4.16 (s, 4H); LCMS: ret. time: 24.42 min.; 
purity: 93 %; MS (m/e): 404 (Mtf). 

20 7.3.102 N2^4-Bis(3-hydroxyphenyl)-5-cyano-2,4-pyrimidmediaiiiine 

(E1925774> 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and 3-hydroxyaniline were reacted to 

yield N2,N4-bis(3-hydroxyphenyl-5-cyano-2,4-pyrimidinediamine. 'h NMR (DMS0-d6): 5 
25 9.73 (bs, IH), 9.40 (s, IH), 9.33 (bs, IH), 9.24 (s, IH), 8.47 (s, IH), 7.20 (d, IH, J= 7.5 Hz), 
7.11 (t, IH, J= 7.5 Hz), 7.09-7.02 (m, 2H), 6.99-6.89 (m, 3H), 6.54 (d, IH, J= 7.2 Hz), 6.37 
(dd, IH, J= 1.8 and 8.4 Hz); LCMS: ret. time: 19.71 min.; purity: 97%; MS. (m/e): 320 
(MS*). 
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7.3.103 N2,N4-Bis[4-(ethoxycarbonylmethyleneoxy)plieByl]-5-cyano- 
2,4-pyriimdinediamine (R925775) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and ethyl 4-aminophenoxyacetatewere 
5 reacted to yield N2,N4-bis[4-(ethoxycarbonylmethyleneoxy)phenyl]-5-cyano-2,4- 

pyrimidinedianiine. NMR (CD3OD): 5 7.80 (s, IH), 7.40 (d, 4H, J= 8.7 Hz), 6.90 (4H, 
J= 9.0 Hz), 6.82-6.75 (m, 2H). 4.60 (bs, 4H), 4.29-4.25 (m, 4H), 1.32-1.26 (m, 5H), LCMS: 
ret. time: 28.50 min.; purity: 100 %; MS (m/e): 493 (Mif). 

7.3.104 R935192: N2, N4-Bis(l-methyl-mdazoIm-5-yl)-5-fluoro-2,4- 
10 pyrimidmediamine: 

In like manner to the preparation of N2, N4-bis (3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2-chloro-5-fluoropyriniidine and l-methyl-5-aminoindazolewere 
reacted to produce N2, N4-bis(l-methyl-indazoUn-5-yl)-5-fluoro-2,4-pyrimidinediamine. 

'HNMR(DMSO-d6): 5 10.65 (s, IH), 10.41 (s, IH), 8.29 (d, IH, J= 5.3 Hz), 7.98 (s, IH), 
15 7.79 (d, 2H, J= 9.4 Hz), 7.69-7.54 (m, 4H), 7.35 (dd, IH, J= 1.7 and 9.4 Hz), 4.03 (s, 3H), 
4.01 (s, 3H). LCMS: ret. time: 16.86 min.; purity: 99%; MS (m/e): 389 (MlT). 

7.3.105 R935205: N2, N4-Bis[l-(methoxycarbonyl)methyl-indazoline- 
6-yl]-5-fluoro-2,4-pyriiiiidinediamme 

In like manner to the preparation of 5-fluoro-N2, N4-bis (3-hydroxyphenyI)-2,4- 
20 pyrimidinediamine, 2,4-dichloro-5-fluoropyrmidine and 6-amino-l- 

(methoxycarbonyl)methyl-indazoline were reacted to produce N2, N4-bis[l- 
(methoxycarbonyl)methyl-indazoline-6-yl]-5-fluoro-2,4-pyrimidinediamine. 'H NMR 
(DMSO-d6): 5 9.59 (s, IH), 9.45 (s, IH), 8.18 (d, IH, J= 3.5 Hz), 8.11 (s, IH), 8.04 (s, IH), 
7.95 (s, IH), 7.93 (s, IH), 7.69 (d, IH, J= 8.8 Hz), 7.58 (d, IH, J= 8.8 Hz), 7.48 (dd, IH, J= 
25 1.7 and 8.&Hz), 7.32 (d, IH, J= 8.8 Hz), 5.17 (s, 2H), 4.88 (s, IH), 3.58 (s, 3H), 3.58 (s, 
3H); LCMS: ret. time: 17.80 min.; purity: 99%; MS (m/e)i 505 (MH*). 

7.3.106 R93521 1 : N2, N4-Bis [l-(methoxycarbonyl)methyl-mdazoline- 
5-yl]-5-fluoro-2,4-pyriinidinediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
30 hydroxyphenyl)-2,4-pyrimidinediamine, 2,4-dichloro-5-fluoropyrmidine and 6-amino-l - 
(methoxycarbonyl)methyl-indazoline was reacted to produce N2, N4-bis[l- 
(methoxycarbonyl)methyl-indazoline-6-yl]-5-fluoro-2,4-pyriaudinediamine. ^H NMR 



168 



wo 03/063794 



PCT/US03/03022 



(DMSO-d6): 5 9.37 (s, IH), 9.17 (s, IH), 8.11-8.06 (m, 3H), 7.94 (s, IH), 7.70 (s, IH), 7.63 
(s, 2H), 7.46 (s, 2H), 5.40 (s, 2H), 5.31 (s, 2H), 3.67 (s, 3H), 3.64 (s, 3H). LCMS: ret. time: 
17.06 mm.; purity: 96%; MS {m/e): 505 (MH^. 

7.3.107 R935188: N2,N4-Bis(mdazolin-6-yI)-5-fluoro-2,4- 
5 pyrimidinediamine: 

In like manner to the preparation of 5-fluoro-N2, N4-bis (3-hydroxyphenyl)-2,4- 
pyrimidinediamiae, 2,4-dichlro-5-fluoropyrimidine and 6-amjnoindazoline were reacted to 
prodiiceN2,N4-bis(indazolin-6-yl)-5-fluoro-2,4-pyrimidinediamine. ^HNMR (DMS0-d6): 
6 9.80 (s, IH), 9.65 (s, IH), 8.20 (d, IH, J= 4.1 Hz), 8.01 (s, IH), 7.96 (s, IH), 7.93 (s, IH), 
10 7.89 (s, IH), 7.69 (d, IH, J= 8.8 Hz), 7.57 (d, IH, J= 8.3 Hz), 7.54 (dd, IH, J= 1 .7 and 8.8 
Hz), 7.29 (dd, IH, J= 1.7 and 8.8 Hz); LCMS: ret. time:15.17 min.; purity: 94%; MS (m/e): 
361 (MH*). 

7.3.108 R935189: N2, N4-Bis(mdazolm-5-yl)-5-fluoro-2,4- 
pyrunidinediamme: 

15 In like manner to the preparation of N2, N4-bis (3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 5-aminoindazole were reacted to 
produce N2, N4-bis(indazolin-5-yl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 
5 10.05 (s, IH), 9.76 (s, IH), 8.16 (d, IH, J= 4.7 Hz), 8.05 (s, IH), 7.92 (s, IH), 7.82 (s, 
IH), 7.68 (s, IH), 7.52-7.52 (m, 2H), 7.44 (d, IH, J= 8.8 Hz), 7.34 (dd, IH, J= 1.7 and 8.8 

20 Hz); LCMS: ret. time: 14.33 min.; purity: 100%; MS {m/e): 361. (MH^. 

7.3.109 N2,N4-Bis(l-ethoxycarbonyl-2>methylpropyl)-S-cyano-2,4- 
pyrimidinediamiiie (R925814) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and valine ethyl ester were reacted to 
25 yield N2,N4-bis(l-ethoxycarbonyl-2-methylpropyl)-5-cyano-2,4-pyrimidinediamine. ^H 
NMR (CDCI3): 6 8.15 (s, IH), 6.10 (d, IH, J= 8.4 Hz), 5.67 (d, IH, J= 8.1 Hz), 4.66-4.62 
(m, IH), 4.50-4.46 (m, IH), 4.25-4.13 (m, 4H), 2.27-2.14 (m, 2H), 1.31-1.24 (m, 6H), 1.00- 
0.94 (m, 12H); LCMS: ret. time: 30.41 min.; purity: 98 %; MS (m/e): 392 (MH^. 
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7.3.1 10 N2,N4-Bis(l-methoxycarbonyl-3-methyIbutyl)-5-cyano-2,4- 
pyrimidinediamiae (R925815) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and leucine methyl ester were reacted 
5 to yield N2,N4-bis(l-methoxycarbonyl-3-methylbutyl)-5-cyano-2,4-pyrimidinediamine. 
NMR (CDCI3): mixture of rotamers 5 8.15 (s, IH), 6.10 and 5.49 (2d, IH, J= 8.1 Hz), 5.53 
(d, IH, J= 8.4 Hz), 4.80-4.67 (m, IH), 4.57-4.48 (m, IH), 3.73 (s, 3H), 3.71 (s, 3H), 1.78- 
1.60 (m, 6H), 0.97-0.89 (m, 12H); LCMS: ret. time: 30.33 min.; purity: 91 %; MS (m/e): 
392 (MH*). 

7.3.111 N2,N4-Bis(methoxycarbonylbenzyl)-5-cyano-2,4- 
pyrimidmediamine (R925819) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyriniidine and phenyl glycine methyl ester were 
reacted to yield ]SI2,N4-bis(methoxycarbonylbenzyl)-5-cyano-2,4-pyrimidinediamine. ^H 
NMR (CDCI3): mixture of rotamers 8 8.15 (s, IH), 7.69-7.60 (m, IH), 7.42-7.32 (m, lOH), 
6.20 and 5.73 (2d, IH, J= 6.6 Hz), 6.14 and 5.65 (2d, IH, J= 6.3 Hz), 5.55 (d, IH, J= 6.3 
Hz), 5.39 (t, IH, J= 7.2 Hz), 3.79 and 3.78 (2s, 3H), 3.67 and 3.65 (2s, 3H); LCMS: ret. 
tune: 30.22 min.; purity: 91 %; MS (m/e): 432 (MH^. 

7.3.112 N2,N4-Bis[4-(ethoxycarbonylmethyl)phenyl]-5-cyano-2,4- 
pyrimidinediamme (R926662) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-cyanopyrimidine and ethyl 4-arainophenylacetate were 
reacted to yield N2,N4-bis[4-(ethoxycarbonyhnethyl)phenyl]-5-cyano-2,4- 
pyrimidinediamine. *H NMR (CDCI3): 6 8.29 (bs, IH), 7.46 (2d, 4H, J= 7.8 Hz), 7.28 (d, 
2h, J= 8.1 Hz), 7.19 (d, 2H, J= 8.1 Hz), 4.16 (2q, 4H, J= 6.3 Hz), 3.64 (s, 2H), 3.59 (s, 2H), 
1.30-1.23 (m, 6H); LCMS: ret., time: 29.29 min.; purity: 93%; MS (m/e): 461 (MH*). 

7.3.113 R935000: N2,N4-Bis(2-methoxy-5-phenyIpheiiyl)-5-methyl- 
2,4-pyrimidinediamine 

In like naanner to the preparation of 5-fluoro-N2,N4-bis(3-hydroxyphenyl)-2,4- 
30 pyrimidinediamine, 5-phenyl-2-anisidine and 2,4-dichloro-5-methylpyrimidine were reacted 
to provide N2,N4-bis(2-methoxy-5-phenylphenyl)-5-methyl-2,4-pyrimidinediamine. ^H 
NMR (CDClj + CD3OD): 5 7.76 (d, IH, J= 2.3. Hz), 7.57 (s, IH), 7.56 (s, IH), 7.02-6.85 
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(m, 8H), 6.86-6.80 (m, 4H), 6.72 (d, 2H), 3.73 (s, 3H), 3.72 (s, 3H), 2.07 (s, 3H); LCMS: 
ret. time: 31.53 min.; purity: 97%; MS (m/e): 489 (MH^. 

7.3.114 R935001: N2,N4-Bis[(2-methyl-5-phenyl)phenyl]-5-methyl- 
2,4-pyrimidmediainme 

5 In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 5-phenyl-2-toluidine and 2,4-dichloro-5-methylpyrimidine were reacted 
to prodiice N2,N4-bis[(2-me1hyl-5-phenyl)phenyl]-5-methyl-2,4-pyriniidinediamine. 
NMR (CDCI3): 5 7.59-7.55 (m, IH), 7.45 (d, 2H, J= 3.6 Hz), 7.26-7.17 (m, 6H), 7.09-6.98 
(m, 8H), 2.36 (s, 3H), 2.22 (s, 3H), 2.21 (s, 3H); LCMS: ret. time: 32.44 min.; purity: 90%; 
10 MS (m/e): 457 (MH*). 

7.3.115 R935002: N2,N4-Bis[(4-methoxy-3-phenyl)phenyl]-5-methyl- 
2,4-pyriiiiidinediaiiime 

In like manner to. the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 3-phenyl-4-anisidine hydrochloride and 2,4-dichloro-5- 
15 methylpyrimidine with an added diisopropylethylamine were reacted to produce N2,N4- 
bis[(4-methoxy-3-phenyl)pheayl]-5-mefhyl-2,4-pyriinidiaediamine. NMR (CDCI3): 5 
8.15 (d, IH, J= 2.3 Hz), 7.76 (t, IH, J= 2.3 Hz), 7.71 (s, 1 H), 7.59 (s, IH), 7.16 -7.03 (m, 
8H), 6.98-6.81 (5H), 3.96 (s, 3H), 3.89 (s, 3H), 2.21 (s, 3H); LCMS: ret. time: 32.01 min.; 
purity: 90%; MS (m/e): 489 (MH^. 

20 7.3.116 R935003: N2»N4-Bis[(4-phenyl-2-methoxy-5-methyl)pheiiyl]- 

5-methyl-2,4-pyriimdinediaimne 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 5-methyl-4-phenyl-2-anisidine and 2,4-dichloro-5-methylpyriniidine 
were reacted to produce N2,N4-bis[(4-phenyl-2-methoxy-5-methyl)phenyl]-5-methyl-2,4- 
25 pyrimidinediamine. NMR (CDCI3): 5 9.25 (br s, IH), 8.17 (s, IH), 7.77 (t, IH, J= 6.4 
Hz), 7.66 (s, 2H), 7.43-7.25 (m, lOH), 6.79 (s, 2H), 3.91 (s, 3H), 3.85 (s, 3H), 2.20 (s, 3H), 
2.09 (s, 3H), 2.02 (s, 3H); LCMS: ret. time: 31.10 min.; purity: 100%; MS (m/e): 517 
(MSt). 
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7.3.117 R935004: N2,N4-Bis[[di-(4-methoxyphenyI)lmethyl]-5- 
flnoro-2,4-pyriinidmedlaimne 

In like maimer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, l,l-di(4-amsyl)methylamine and 2,4-dicliloro-5-fluoropyrimidine were 
5 reacted to produce N2,N4-bis[[di-(4-methoxyphenyl)]methyl]-5-fluoro-2,4- 

pyrimidinediamine. NMR (CDCI3 + CD3OD): 6 7.91 (d, IH, J= 2.3 Hz), 7.18 (d, 8H, J= 
9.0 Hz), 6.85 (d, 8H, J= 9.0 Hz), 6.40 (d, IH, J= 8.2 Hz), 5.39 (d, IH, J= 7.1 Hz), 3.81 (s, 
6H), 3.78 (s, 6H); LCMS: ret time: 32.76 min.; purity: 95%; MS (m/e): 581 (mt). 

7.3.118 R935005: N2,N4-Bis((liphenylmethyl)-5-fluoro-2,4- 
10 pyrimidinediamine 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 1,1-diphenyl methylamine and 2,4-dichloro-5-fluoropyrimidine were 
reacted to produce N2, N4-bis(diphenylmethyl)-5-fluoro-2,4-pyrimidinediamine. 'H NMR 
(CDCI3): 5 7.91 (d, IH, J= 2.3 Hz), 7.39-7.25 (m, 20H), 6.51 (d, IH, J= 8.2 Hz), 5.77 (d, 
15 IH, J= 7.0 Hz); LCMS: ret. time: 33.46 min.; purity: 92%; MS (m/e): 461 (MH"). 

7.3.119 R935006: N2^4-Bis[di-(4-chlorophenyl)methyl]-5-fluoro-2,4- 
pyrumdinediamine 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, benzhydrylamine and 2,4-dichloro-5-fluoropyrimidine were reacted to 
20 yield N2,N4-bis[di-(4-chlorophenyl)methyl]-5-fluoro-2,4-pyrimidinediatnine. 'H NMR 

(CDCI3 + CD3OD): 5 7.94 (d, IH, J= 2.3 Hz), 7.40-7.20 (m, 16H), 6.46 (d, IH, J= 8.2 Hz), 
5.69 (d, IH, J= 7.0 Hz); LCMS: ret. time: 32.83 min.; purity: 90%; MS (m/e): 599 (MH"). 

7.3.120 R935016: N2^4-Bis[l(iZ)-4-methoxyphenylethyl]-5-bromo- 
2^-pyrimidineaimne . 

25 In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, (R)-(+)-l-(4-methoxyphenyl)ethylamine and 5-bromo-2,4- 
dichloropyrimidine were reacted to produce N2,N4-bis[l(i?)-4-methoxyphenylethyl]-5- 
bromo-2,4-pyrimidineamine. ^HNMR (CDCI3): 5 7.81 (s, IH), 7.25 (d, 4H, J= 8.4 Hz), 
6.86 (app t, 4H, J= 8.4 and 8.7 Hz), 5.27-5.20 m (2H), 5.09 (dq, IH, J= 6.4 and 7.0 Hz), 

30 4.89 (dq, IH, J= 6.4 and 7.0 Hz), 3.80 (s, 3H), 3.79 (s, 3H), 1 .40 (d, 6H, J= 7,0 Hz). 
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7.3.121 R935075 : N2, N4-Bis [3-(2-hydroxyethoxy)phenyl]-5-fluoro- 
2,4-pyriiiiidinediaiiime 

In like manner to the preparation of N2,N4-bis(3-hydroxyplienyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriimdine and 2-(3-aminophenoxy)ethanol were 
5 reacted to produce N2,N4-bis[3-(2-hydroxyethoxy)phenyl]-5-fluoro-2,4-pyriimdine<Mainine. 
NMR (DMS0-d6): 5 9.50 (br s, IH), 9.35 (br s, IH), 8.13 (d, IH, J= 4.1 Hz), 7.44 (d, 
IH, J= 7.6 Hz), 7.26-7.19 (m, 4H), 7.10 (t, IH, J= 7.6 Hz), 6.65 (dd, IH, J=. 2.3 and 8.2 Hz), 
6.50 (dd, IH, J= 2.3 and 8.2 Hz), 5.0 (br s, 2H), 3.91 (t, 2H, J= 5.2 Hz), 3.85 (t, 2H, J= 5,2 
Hz), 3.68 (qt, 2H, J= 5.2 Hz), 3.66 (qt, 2H, J= 5.2 Hz); LCMS: ret. time: 15.76 min.; purity: 
10 97%; MS (m/e): 401 (mt). 

7.3.122 R935076: N2^4-Bis[3-(2-methoxyefliyl)oxyphenyl]-5-fluoro- 
2,4-pyriiiiidmediamine: 

In like manner to the preparation of N2JSf4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fIuoropyrimidine and 3-(2-methoxyethoxy)amline were 

15 reacted to produce N2,N4-bis[3-(2-methoxyethyl)oxyphenyl]-5-fluoro-2,4- 

pyrimidinediamine. 'H NMR (CDCk): 5 7.96 (d, IH, J= 2.9 Hz), 7.36 (t, IH, J= 1.7 Hz), 
7.28 (t, IH J= 1.7 Hz), 7.25-7.06 (m, 4H), 6.98 (br s, IH), 6.75 (d, IH, J= 2.3 Hz), 6.70 (dd, 
IH, J= 1.7 and 8.2 Hz), 6.58 (dd, IH, J= 1.7 and 8.2 Hz), 4.08-4.03 (m, 4H), 3.74-3.69 (m, 
4H), 3.44 (s, 3H), 3.43 (s, 3H); LCMS: ret. time: 21.01 min.; purity: 97%; MS (m/e): 429 

20 (mt). 

7.3.123 R935077: N2,N4-Bis(5-hydroxy-2-isopropylphenyl)-5-fluoro- 
2,4-pyriiiiidinediamine 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 3-aniino-4-isopropylphenol and 2,4-dichloro-5-fluoropyrimidine were 

25 reacted to produce N2,N4-bis(5-hydroxy-2-isopropylphenyl)-5-fluoro-2,4- 

pyrimidinediamine. ^H NMR (CDCI3): 5 7.93 (d, IH, J= 3.5 Hz), 7.79 (br s, IH), 7.64 (br s, 
IH), 7.13 (d, IH, J= 8.7 Hz), 7.06 (d, IH, J= 2.3 Hz), 7.05 (d, IH, J= 8.7 Hz), 6.89 (d, IH, 
J= 2.3 Hz), 6.66 (d, IH, J= 2.3 and 8.7 Hz), 6.57 (d, IH, J= 2.3 and 8.7 Hz), 2.96 (m, 2H), 
1.25 (d, 6H, J= 7.0 Hz), 1 .13 (dd, 6H, J= 7.0 Hz); LCMS: ret. time: 24.27 min.; purity: 97%; 

30 MS (m/e): 397 (MH^. 
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7.3.124 R935114: N2,N4-Bis(3-methoxycarbonylinethyleneplieiiyl)-5- 
fluoro-2,4-pyrimidinediainme 

In like manner to the preparation of N2JSr4-bis(3-hydioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3- 

(metiioxycarbonylmethylene)amline were reacted to produce the desired N2,N4-bis(3- 
methoxycarbonyhnethylenephenyl)-5-fluoro-2,4-pyrimidinediatmne. ^HNMR (DMS0-d6): 
5 10.23 (br s, IH), 10.05 (br s, IH), 8.26 (d, IH, J= 4.6 Hz), 7.64 (d, IH, J= 8.2 Hz), 7.51 
(br s, IH), 7.46 (d, IH, J= 8.2 Hz), 7.33 (br s, IH), 7.29 (t, IH, J= 7.6 Hz), 7.20 (t, IH, J= 
7.6 Hz), 7.06 (d, IH, J= 7.6 Hz), 6.93 (d, IH, J= 7.6 Hz), 3.63 (s, 2H), 3.58 (s, 3H), 3.57 (s, 
3H), 3.56 (s, 2H); LCMS: ret. time: 21.74 min.; purity: 92%; MS (m/e): 425 (MH^. 

7.3.125 R935162: N2, N4-Bis(3,4-propylenedioxyphenyl)- 5-fluoro- 
2,4-pyriniidinediainme: 

111 like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and (3,4-propylenedioxy)aiiiline were 
reacted to give N2,N4-bis(3,4-propylenedioxyphenyl)-5-fluoro-2,4-pyrimidinedianiine. 'H 
NMR (DMS0-d6): 5 9.18 (s, IH), 9.07 (s, IH), 8.03 (d, IH, J= 3.5 Hz), 7.38 (dd, IH, J= 2.3 
and 8.2 Hz), 7.35 (d, IH, J= 2.3 Hz), 7.33 (d, IH, J= 2.3 Hz), 7.18 (dd, IH, J= 2.3 and 8.8 
Hz), 6.90 (d, IH, J= 8.8 Hz), 6.80 (d, IH, J= 8.2 Hz), 4.11-3.98 (m, 8H), 2.09-2.01 (m, 4H); 
LCMS: ret. time: 21 .40 min.; purity: 97%; MS (m/e): 425 (Mit). 

7.3.126 R935163: N2JN[4-Bis(3-chloro-4-fluoropheny)-2,4- 
pyrimidinediainine: 

In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 3-chloro-4-fluoroamline were, 
reacted to produce N2, N4-bis(3-chloro-4-fluoropheny)-2,4-pyrimidinediamine. 'H NMR 
(DMSO-d6): 8 9.58 (s, IH), 9.48 (s, IH), 8.17 (d, IH, J= 4.1 Hz), 7.94-7.90 (m, 2H), 7.73- 
7.67 (m, IH), 7.51-7.45 (m, IH), 7.38 (t, IH, J= 8.8 Hz), 7.26 (t, IH, J= 8.8 Hz); LCMS: 
ret. time: 27.83 min.; purity: 99%; MS (m/e): 386 (MH*).. 

7.3.127 N2,N4-Bis(3-hydroxyphenyl)-6-ethoxycarbonyl-5-nitro-2,4- 
pyrimidinediamme (R925849> 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyplienyl)-5-fIuoro-2,4- 
pyrimidinediamine, 2,4-dichloro-6-ethoxycarbonyl-5-mtropyrimidine and 3-aminophenol 
were reacted to yield N2,N4-bis(3-hydroxyphenyl)-6-ethoxycaibonyl-5-nitro-2,4- 
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pyrimidinediamine. ^HNMR (DMS0-d6): 5 10.56 (bs, IH), 10.32 (bs, IH), 9.54 (s, IH), 
9.32 (bs, IH), 7.22-7.15 (m, 2H), 7.02-6.96 (m, IH), 6.93-6.82 (m, 2H), 6.81-6.74 (m, IH), 
6.67 (d, IH, J= 9.3 Hz), 6.43 (d, IH, J= 8.1 Hz), 4.35 (q, 2H, J= 6.9 Hz), 1.30 (t, 3H, J= 6.9 
Hz); LCMS: ret. time: 26.01 min.; purity: 96 %; MS (m/e): 412 (MSt). 

5 7.3.128 N2,N4-Bis(3,4-ethylendioxyphenyl)-6-ethoxycarboiiyl-5-nitro- 

2,4-pyrimidiiiediaimne (R925852) 

In a maimer similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-6-ethoxycarbonyl-5-nitropyrimidine and 3,4- 
ethylenedioxyaniline were reacted to yield N2,N4-bis(3,4-ethylendioxyphenyl)-6- 
10 efhoxycarbonyl-5-mtro-2,4-pyrimidinediamine. 'H WS/SR (DMS0-d6): 5 10.52 (s, IH), 

10.28 (s, IH), 7.07-7.01 (m, 2H), 6.96 (dd, IH, J= 1.8 and 8.7 Hz), 6.90-6.84 (m, 2H), 6.61 
(d, IE, J= 8.7 Hz), 4.33 (q, 2H, J= 6.9 Hz), 4.24 (s, 4H), 4.17 (s, 4H), 1 .29 (t, 3H, J= 6.9 
Hz); LCMS: ret. time: 30.40 min.; purity: 100 %; MS (m/e): 496 (MSt). 

7J.129 N2^4-Bis(etfaoxycarbonylmethyI)-6-etfaoxycarbonyI-5-nitro- 
15 2,4-pyrimidinediamine (R925864) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyriraidinediamine, with the addition of triethylamine, 2,4-dichloro-6-ethoxycarbonyl-5- 

nitropyrimidine and glycine ethyl ester hydrochloride were reacted to yield N2,N4- 
bis(ethoxycarbonyhnethyl)-6-ethoxycarbonyl-5-nitro-2,4-pyriniidinediamme. 'HNMR 
20 (CDCI3): mixture of rotamers 5 8.99 and 8.80 (2bs, IH), 6.22 and 6.00 (2bs, IH), 4.45 (t, 
2H, J= 7.2 Hz), 4.31-4.21 (m, 6H), 4.14 (d, 2H, J= 5.1 Hz), 1.39 (t, 3H, J= 7.2 Hz), 1.34- 
1.28 (m, 6H); LCMS: ret. time: 26.06 min.; purity: 99 %; MS (m/e): 400 (MH^. 

7.3.130 N2^4-Bis[2-(4-hydroxypheuyI)ethyl]-2,4-pyrimidinediamine 
(R925790) 

25 In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloropyrimidine and tyramine were reacted to yield N2,N4- 
bis[2-(4-hydroxyphenyl)ethyl]-2,4-pyrmiidinedianmie. /HNMR(DMSO-d6): 8 11.56(bs, 
IH), 9.23 (s, IH), 8.89 (bs, IH), 7.92 (bs, IH), 7.60 (d, IH, J= 6.9 Hz), 6.99 (d, 4H, J= 8.1 
Hz), 6.65 (d, 4H, J= 8.1 Hz), 6.00 (d, IH, J= 7.2 Hz), 3.59-3.42 (m, 4H), 2.76-2.67 (m, 4H); 

30 LCMS: ret. time: 17.93 min.; purity: 95 %; MS. (m/e): 351 (MH^. 
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7.3.131 N2^4-Bis(2-pheiiylphenyl)-2,4-pyriinidmediaimne (R925804) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyplienyl)-5-£luoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 2-aininobiphenyl were reacted to yield 
N2,N4-bis(2-phenylphenyl)-2,4-pyrimidinediamine. 'HNMR (CDCI3): 5 8.36 (d, IH, J= 

5 8.1 Hz), 7.97 (d, IH, J= 5.7 Hz), 7.80 (d, IH, J= 7.5 Hz), 7.50-7.21 (m, 15H), 7.12-7.05 (m, 
IH), 6.91 (bs, IH), 6.38 (bs, IH), 6.07 (d, IH, J= 6.0 Hz); LCMS: ret. time: 29.94 min.; 
purity: 100 %; MS (m/e): 415. (MH*). 

7.3.132 N2,N4-Bis(2-methoxy-5-phenylphenyl)-2,4- 
pyrimidinediamine (R925805) 

10 In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloropyrimidine and 5-phenyl-orf^o-anisidine were reacted to 
yield N2,N4-bis(2-methoxy-5-phenylphenyl)-2,4-pyrimidinediamine. 'H NMR (CD3OD): 6 
7.88-7.84 (m, 2H), 7.82 (d, IH, J= 6.9 Hz), 7.30-7.14 (m, 14H), 7.10 (dd, 2H, J= 3.0 and 8.1 
Hz), 6.48 (d, IH, J= 6.9 Hz), 3.93 (s, 3H), 3.92 (s, 3H); LCMS: ret. time: 30.09 min.; purity: 

15 94 %; MS (m/e): 476 (MH*). 

7.3.133 N2,N4-Bis(3-carboxy-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinedlamine (R945041) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, from 5-ainino-2-hydroxybenzoic acid (458 mg, 3 mmol) and 2,4- 
20 dichloro-5-fluoropyrimidine (100 mg, 0.6 nunol) gave N2,N4-bis(3-carboxy-4- 

hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine (235 mg, 98%). NMR (DMS0-d6): 5 
6.76. (d, J= 9.0 Hz, 1 H), 6.88 (d, J= 9.6 Hz, 1 H), 7.75 (dd, J= 3.0, 9.0 Hz, 1 H), 7.90-7.94 
(m, 3 H), 8.02 (d, J= 3.9 Hz, 1 H), 9.04 (s, 1 H, NH), 9.28 (s, 1 H, MH); i^F ISIMR (282 
MHz,DMS0-d6): 5 -165.79; LC: 16.02 min, 86.82%; MS (m/z): 400.94 (MH*). 

25 7.3.134 N2,N4-Bis(4-methoxy-3-phenylphenyI)-2,4- 

pyrimidinediamine (]R925806) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, with the addition of triethylamine, 2,4-dichloropyrimidine and 3- 
phenyl-para-anisidine hydrochloride were reacted to. yield N2,N4-bis(4-methoxy-3- 
30 phenylphenyl)-2,4-pyrimidinediamine. ^H ]SIMR (CD3OD): 8 7.93 (d, IH, J= 2.4 Hz), 7.88 
(d, IH, J= 2.4 Hz), 7.29 (dd, IH, J= 1.8 and 9.0 Hz), 7.26-7.1& (m, 13H), 7.10 (d, 2H, J= 8.7 
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Hz), 6.46 (d, IH, J= 7.2 Hz), 3.93 (s, 3H), 3.92 (s, 3H); LCMS: ret. time: 29.99 min.; purity: 
92%; MS (m/e): 476 (mt). 

7.3.135 N2^4-Bis(2-methyl-5-phenylphenyl)-2,4-pyriimdinediamme 
(R925807) 

5 In a manner similar to the preparation of N2,N4-bis(3-hy(iroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloropyrimidine and 5-phenyl-or^/?o-toluidine were reacted to 
yield N2,N4-bis(2-methyl-5-phenylphenyl)-2,4-pyrimidinedianiine. NMR (DMS0-d6): 
5 10.45 (bs, IH), 10.01 (bs, IH), 7.86 (bs, IH), 7.69-7.22 (m, 17H), 2.28 (s, 6H); LCMS: 
ret. time: 18.69 min.; purity: 98 %; MS (m/e): 443 (MBT*). 

10 7.3.136 N2,N4-Bis(2-methoxy-5-methyl-4-phenylphenyl)-2,4- 

pyrimidinediamine ^925808) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 5-methyl-4-phenyl-or?Ao-anisidine were 
reacted to yield N2,N4-bis(2-methoxy-5-methyl-4-phenylphenyl)-2,4-pyrimidinediamine. 
15 'H NMR (DMS0-d6): 5 9.99 (bs, IH), 9.22 (bs, IH), 7.98 (d, IH, J= 6.3 Hz), 7.75 (s, IH), 
7.59 (s, IH), 7.46-7.29 (m, lOH), 6.92 (s, IH), 6.87 (s, IH), 6.49 (d, IH, J= 5.4 Hz), 3.82 (s, 
3H), 3.81 (s, 3H), 2.07 (s, 3H), 1.98 (s, 3H); LCMS: ret. time: 19.69 min.; purity: 93 %; MS 
(m/e): 503 (MH*). 

7.3.137 N2,N4-Bis[4-(ethoxycarbonyImethyleneoxy)phenyl]-5- 
20 trifluoromethyI-2,4-pyrimidinediamme (1^25862) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoK)-2,4- 
pyrimidinediamine, 2,4-dichloro-5-trifluoromethylpyrimidine and ethyl 4- 
aminophenoxyacetate were reacted to yield N2,N4-bis[4- 

(ethoxycarbonylmethyleneoxy)phenyl]-5-trifluoromethyl-2,4-pyrimidinediamine. ^HNMR 
25 (DMS0-d6): 5 9.64 (bs, IH), 8.80 (bs, IH), 8.29 (s, IH), 7.36 (d, 2H, J= 8.1 Hz), 7.31 (d, 
2H, J= 9.3 Hz), 6.93 (d, 2H, J= 8.7 Hz), 6.70 (d, 2H, J= 9.0 Hz), 4.80 (s, 2H), 4.67 (s, 2H), 
4.18 (q, 2H, J= 6.9 Hz), 4.15 (q, 2H, J= 6.9 Hz), 1.20 (t, 3H, J= 6.9.Hz), 1.19 (t, 3H, J= 6.9 
Hz); ^^F NMR (DMS0-d6): -16932; LCMS: ret., tune: 26.33, min.; purity:, 98 %; MS (m/e): 
535 (MH^. 
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7.3.138 N2,N4-Bis(3-hydroxyphenyl)-5-trffluoromethyl-2,4- 
pyrimidinediainme (R925863) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-trifluorometliylpyrimidine and 3-aminophenol were 
5 reacted to yield N2,N4-bis(3-hydroxyphenyl)-5-trifluoromethyl-2,4-pyriniidinediamine. 
NMR (DMS0-d6): 8 9.82 (bs, IH), 8.88 (bs, IH), 8.36 (s, IH), 7.18-7.11 (m, 2H), 6.96 (m, 
4H), 6.63 (dd, IH, J= 2.4 and 8.1 Hz), 6.38 (d, IH, J= 8.1 Hz); NMR (DMSO-d6): - 
16979; LCMS: ret. time: 19.04 min.; purity: 95 %; MS (m/e): 363 (Mtf). 

7.3.139 N2^4-Bis[4-(ethoxycarbonylmethyl)phenyl]-5- 
10 triflaoromethyl-2,4-pyrimidinediamine (R926663) 

In a manner similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-trifluoromethylpyrimidine and ethyl 4- 
aminophenylacetate were reacted to yield N2,N4-bis[4-(ethoxycarbonyhnethyl)phenyl]-5- 
trifluoromethyl-2,4-pyrimidinediamine. 'HIsIMR (CDCI3): 5 8.31 (s, IH), 7.46 (d, 2H, J= 
15 9.0 Hz), 7.45 (d, 2H, J= 8.7 Hz), 7.30 (d, 2H, J= 9.0 Hz), 7.18 (d, 2H, J= 8.7 Hz), 7.16 (bs, 
IH), 6.82 (bs, IH), 4.16 (2q, 4H, J= 7.8 Hz), 3.64 (s, 2H), 3.57 (s, 2H), 1.27 (t, 3H, J= 7.8 
Hz). 1.26 (t, 3H, J= 7.8 Hz); ^^F NMR (CDCI3): -17223; LCMS: ret. time: 28.07 min.; 
purity: 99 %; MS (m/e): 504 (Mtf). 

7.3.140 N2,N4-Bis(2,5-diinethyl-4-hydroxypheiiyl)-5-fluoro-2,4- 
20 pyrimidmediamine (R926623) 

In like maimer to the preparation of N2,N4-bis(3-hydroxyphenyl)-5 -fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 2,5-dimethyl-4-hydroxyanihne 
were reacted to yield N2JSr4-bis(2,5-dmiethyl-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine. NMR (CD3OD): 5 7.63 (d, IH, J= 4.2 Hz), 7.05 (s, IH), 6.97 (s, 
25 IH), 6.64 (IH), 6.54 (s, IH), 2. 12 (s, 6H), 2.06 (s, 3H), 2.03 (s, 3H), 2.03 (s, 3H); '^F NMR 
(CD3OD): -48488; LCMS: ret. time:. 18.28; puritjr, 94%; MS (m/e): 369 (MH^. 

7.3.141 N2,N4-Bis(3-sodiiimphenoxy)-5-fluoro-2^-pyriimdmediamine 
(R926461) 

The reaction of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine with 2 
30 equivalents of sodium methoxide in methanol followed by removal of solvent gave the 
requisite compound, N2,N4-bis(3-sodiumphenoxy)-5-fluoro-2,4-pyrimidinediaumie. ^H 
NMR (D2O): 6 7.65 (bd, IH), 7.00-6.90 (m, 2H), 6.71 (m, 2H), 6.55 (dd, IH, J= 1.2 and 6.3 
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Hz), 6.31 (bd, IH, J= 8.1 Hz), 6.23 (bd, IH, J= 8.7 Hz); WAR (D2O): -47016; LCMS: 
ret. time: 15.68 min.; purity: 99%; MS (m/e): 313 (MH^. 

7.3.142 N2,N4-Bis(3-cyanophenyl)-5-fluoro-2,4-pyrimidmediamine 
(R945051) 

5 In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 

2,4-pyrimidinediamine, 3-aminobenzomtrile (177 mg, 1.5 mmol) and 2,4-dichloro-5- 
fluoropyrimidine (50 mg, 0.3 mmol) gaveN2,N4-bis(3-cyanophenyl)-5-fluoro-2,4- 
pyrimidinediamine (75 mg, 76%). IRNMR (acetone- Jg): 5 7.33 (dt, J= 1.8, 7.8 Hz, 1 H), 
7.46-7.52 (m, 2 H), 7.59 (t, J= 7.8 Hz, 1 H), 7.90 (ddd, J= 0.9, 2.1 and 8.4 Hz, 1 H), 8.09 

10 (ddd, J= 1.2, 2.4 and 8.4 Hz, 1 H), 8.17 (d, J= 3.3 Hz, 1 H), 8.31 (m, 1 H), 8.35 (t, J= 2.1 
Hz, 1 H), 8.98 (br, 1 H, NH), 9.02 (br, 1 H, NH); i^p NMR (282 MHz, acetone-^e): 5 - 
165.80; LCMS: 24.64 min.; purity: 98.02%; MS (m/e): 331.01. (Mtt). 

7.3.143 N2,N4-Bis(benzothiophen-3-ylmethyI)-5-nuoro-2^- 
pyrimidmediamine (R945145) 

1 5 Using procedure similar to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 

2,4-pyrimidinediamine, benzothiophen-3-ylmethylamine and 2,4-dichloro-5- 
fluoropyrimidine gave N2,N4-bis(benzothiophen-3-yhnethyl)-5-fluoro-2,4- 
pyrimidinediamine. iH NMR (CDCI3): 8 4.82 (dd, J= 0.9 and 5.7 Hz, 2 H), 4.86 (dd, J= 0.9 
and 5.7 Hz, 2 H), 5.14 (br, 2 H), 7.31-7.40 (m, 6 H), 7.75-7.89 (m, 5 H); i^F NMR (282 

20 MHz, CDCI3): 5 -172.12; LCMS: 27.79 min.; purity: 96.47%; MS (m/e): 420.92 (MH^. 

7.3.144 N2,N4-Bis[4-(N-beiizylpiperazino)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (R945152) 

In a manner analogous to. the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrinudinediamine, the reaction of 4-(N-benzylpiperazino)aniline (400 mg, 1.5 mmol) 

25 and 2,4-dichloro-5-fluoTopyrimidine (50 mg, 0.3 mmol) resulted N2,N4-bis[4-(N- 

benzylpiperazino)phenyl]-5-fluoro-2,4-pyrirnidinediamine (120 mg, 64%). ^HNMR 
(CDCI3): 8 2.63 (p, J= 2.4 Hz, 8 H), 3.14 (t, J= 4.8 Hz, 4 H), 3.19 (t, J= 4.8 Hz, 4 H), 3.58 
(s, 4 H), 6.58 (d, 1 H, NH), 6.67 (br, 1 H, NH), 6.87 (d, J= 9.3 Hz, 2 H), 6.90 (d, J= 9.0 Hz, 
2 H), 7.33-7.39 (m, 12 H), 7.46 (d, J= 9.0 Hz, 2 H), 7.87 (d, J= 3.3 Hz, 1 H); i^F NMR (282 

30 MHz, CDCI3): 5 -169.06; LCMS: 16.82 min.; purity: 96.88%; MS (m/e): 629. 12 (Mit). 
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7.3.145 N2,N4-Bis(3-hydroxy-2-inethylphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R945038) 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyriniidmediamine, the reaction of 3-hydroxy-2-methylaniline (369 mg, 3 mmol) and 
5 2,4-dichloro-5-fluoropyrimidine (100 mg, 0.6 mmol) gave N2,N4-bis(3-hydroxy-2- 

methylphenyl)-5-fluoro-2,4-pyrimidinediamine (180mg, 88%). iH]SIMR(acetone-rf6): 8 
2.14 (s, 3 H), 2.22 (s, 3 H), 6.61 (d, J= 8.1 Hz, 1 H), 6.78 (t, J= 8.7 Hz, 1 H), 6.87 (d, J= 7.8 
Hz, 1 H), 6.99 (d, J= 9.0 Hz, 1 H), 7.08 (t, J= 7.8 Hz, 1 H), 7.13 (dd, J= 3.9, 8.4 Hz, 1 H), 
8.24 (d, J= 5.1 Hz, 1 H), 8.32 (br, 1 H, NH), 8.57 (br, 1 H, NH); LCMS: ret. time: 16.51 
10 mm.; purity: 90.47%; MS (m/e): 341 .07 (M£t). 

7.3.146 N2,N4-Bis(3-iiitrophenyl)-5-fluoro-2,4-pyrimidinediamine 
(R950160) 

2,4-Dichloro-5-fluoropyrimidine (4.7 g, 28.1 mmol) was dissolved in a mixture of 
MeOH (150 ml) and H2O (15 ml). 3-nitroaniline (15.5 g, 112 mmol) was added and the 

15 mixture was refluxed for 20 hours (100 °C oil-bath temperature). The mixture was cooled to 
22 °C and filtered. The residue was washed carefully with 200 ml MeOH-HaO (1:1; v/v) 
and dried under vacuum to give 7.89 g (76%) of N2,N4-bis(3-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine as yellow crystals. ^H NMR (DMS0-d6 + D2O): 8 8.63 (m, 2H), 8.21 
(m, IH), S'.OS (d, IH, J= 8.41 Hz), 7.88 (d, IH, J= 8.4 Hz), 7.79 (d, IH, J= 8.4 Hz), 7.70 (d, 

20 IH, J= 8.4 Hz), 7.57 (d, IH, J= 8.4 Hz), 7.45 (t, IH, J= 8.4 Hz); LCMS: purity: 100%; MS 
(m/e): 371.30 (M*, 100). 

7.3.147 N2,N4-Bis(3-aiiiinophenyl)-5-fluoro-2,4-pyrmiidmediamme 
(R921302) 

N2,N4-Bis(3-nitrophenyl)-5-fluoro-2,4-pyrimidinediamine (4.0 g, 10.8 mmol) and 
25 Pd/C 10% (1 .2 g, 50% water content) were suspended in 300 ml EtOH-10% aqueous HCl 
(1 : 1) and hydrogenated in a Parr apparatus for 6 hours (22 °C, 50 psi). The suspension was 
filtered over celite and carefiilly washed with 20 ml DMF-H2O (1:1; v/v) followed by 50 ml 
H2O. The combined filtrates were concentrated under reduced pressure to give pale yellow 
oil, which was triturated with MeOH to give the product as fine white needles. The 
30 precipitate was filtered off and washed with MeOH followed by Et20. The remaining 

crystals were dried under vacuum to give 4.00 g of pure material (100%) as determined by 
LCMS. The firee amine was obtamed by adding 10 ml 1 N NaOH to a solution of Ig HCl- 
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salt in 5 ml H2O. The resulting precipitate was filtered, washed with H2O and dried under 
vacuum for 24 hours to give N2,N4-bis(3-amiaophenyl)-5-fluoro-2,4-pyrinudinediarDine 
(770 mg) as a white solid. ^HNMRCCDsOD): 8 7.92 (d, IH, J= 3.6HzX7.31 (t, IH, J=2.1 
Hz), 7.21 (t, IH, J= 2.4 Hz), 7.08, (t, IH, J=, 8.1. Hz), 6.99 (t, IH, J= 8.1 Hz), 6.88 (m, IH), 
5 6.77 (m, IH), 6.47 (m, IH), 6.34 (m, IH); LCMS: purity: 100%; MS (m/e): 31 1.07 (M", 
100). 

7.3.148 N2,N4-Bis(4-aiiimophenyl)-5-fluoro-2,4-pyrimidmediaiiiiiie 
(R950122) 

Li like manner to the preparation of N2,N4-bis(3-nitrophenyl)-5-fluoro-2,4- 
10 pyrinudinediamine, 2,4-dichloro-5-fluoropyrimidine and 1,4-diaminobenzene were reacted 
to prepare N2,N4-bis(4-aminophenyl)-5-fluoro-2,4-pyriniidinediamine. LCMS: ret. time: 
11.15 mm.; purity: 100%; MS (m/e): 31 1.09 (MSt). 

7.3.149 N2,N4-Bis[3-{dimethylamino)phenyl]-5-fluoro-2,4- 
pyrimidmediamine (R950182) 

15 2,4-Dichloro-5-fluoropyrimidine (50 mg, 0.3Q mmol) was dissolved in a mixture of 

MeOH (0.3 ml) and H2O (0.03 ml). N,N-3-dimethyldiaminoaniUne (163 mg, 1.2 mmol) was 
added and the mixture was refluxed for 24 hours (70 °C oil-bath temperature). The mixture 
was cooled to 22 °C, concentrated to dryness under reduced pressure and subjected to 
column chromatography on silica gel (CHCls-Acetone, 2 : 1) to give N2,N4-bis[3- 

20 (dimethylamino)phenyl]-5-fluoro-2,4-pyriniidinediamine. LCMS purity: 99.0%; MS (m/e): 
367.13 (M^, 100). 

7.3.150 N2,N4-Bis(3-ammo-4-methylphenyl)-2,4-pyriiiiidmediaiiiine 
(R950130) 

2,4-Dichloropyrimidine (45 mg, 0.30 mmol) was dissolved in a mixture of MeOH (1 
25 ml) and H2O (0.1 ml). 3-amino-4-methylaniline (146 mg, 1.2 mmol) was added and the 

mixture was refluxed for 20 hours (70 °C oil-bath temperature). The mixture was cooled to 
22 °C, concentrated to dryness under reduced pressure and subjected to column 
chromatography on sihca gel (CHCla-Acetone, 2:1) to give N2,N4-bis(3-amino-4- 
methylphenyl)-2,4-pyrimidinediainine. ^HNMR (CD3OD): 5 8.13 (s, IH), 6.95 (d, 2H, J= 
30 7.5 Hz), 6.82 (d, 2H, J= 1.8 Hz), 6.60 (dd, 2H, J= 1.8, 7.5 Hz), 6.17 (s, IH), 2.12 (s, 6H); 
LCMS purity: 97.3%; MS (m/e): 321.09 (M^, 100). 
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7.3.151 N2,N4-Bis(3-aimno-4-inethylphenyl)-5-fluoro-2,4- 
pyrimidinediamiiie (R950129) 

2,4-Dichloro-5-fliioropyrimidme (50 mg, 0.30 mmol) was dissolved in a mixture of 
MeOH (1 ml) and H2O (0.1 ml). 3-amino-4-methylaniline (146 mg, 1.2 mmol) was added 
5 and the mixture was refluxed for 20 hours (70 °C oil-bath temperature). The mixture was 
cooled to 22 °C, concentrated to dryness under reduced pressure and subjected to column 
chromatography on silica gel (CHCls-Acetone, 2:1) to give N2,N4-bis(3-amino-4- 
methylphenyl)-5-fluoro-2,4-pyrimidinediamine. NMR (CD3OD): 6 8.11 (d, IH, J= 5.1 
Hz), 7.98 (bs, IH) (7.68 (dd, IH, J= 2.4, 8.1 Hz), 7.40-7.55 (m, 4H), 2.43 (s, 3H), 2.42 (s, 
10 3H); LCMS: purity: 95.0%; MS (m/e): 338.66 (M+, 70). 

7.3.152 N2,N4-Bis[(4-inethylsalfonylammo)phenyl]-5-fluoro-2,4- 
pyrimidmediainine (R950083) 

2,4-Dichloro-5-fluoropyrimidine (50 mg, 0.30 mmol) was dissolved in a mixture of 
MeOH (1 ml) and H2O (0.1 ml). 4-methylsulfonylaminoanibne (335 mg, 1.8 mmol) was 

15 added and the mixture was refluxed for 24 hours (100 °C oil-bath temperature). The mixture 
was cooled to 22 °C and filtered. The residue was washed carefully with MeOH-H20 (1:1) 
and dried under vacuum to give N2,N4-bis[(4-methylsulfonylamino)phenyl]-5-fluoro-2,4- 
pyrimidinediamine. NMR (CDCI3): 6 8.86 (s, IH), 8.65 (s, IH), 8.53 (bs, IH), 8.39 (bs, 
IH), 7.32 (d, IH, J= 3.3 Hz), 7.12 (d, IH, J= 8.7 Hz), 6.98 (d, IH, J= 8.7 Hz), 6.62 (d, IH, 

20 J= 8.7 Hz), 6.52 (d, IH, J= 8.7 Hz), 2.32 (s, 3H), 2.27 (s, 3H); LCMS: purity: 96.8%; MS 
(m/e): 466.94 (M^, 100). 

7.3.153 N2,N4-Bis(4-benzyloxy-3-trifluoromethylphenyl)-5-fluoro-2,4- 
pyriinidinediaiiiine (R950090) 

2,4-Dichloro-5-fluoropyrimidine (50 mg, 0.30 mmol) was dissolved in a mixture of 
25 MeOH (1 ml) and H2O (0.1 ml). 4-benzyloxy-3-trifluoromethylaniline (481 mg, 1.8 mmol) 
was added and the mixture was refluxed for 2 days (70 °C oil-bath temperature). The 
mixture was cooled to. 22 °C, concentrated to dryness under reduced pressure and subjected 
to colunm chromatography on silica gel (CHCla-Acetone, 9:1) to give N2,N4-bis(4- 
benzyloxy-3-trifluoromethylphenyl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (CDCI3): 6 
30 8.51 (s, IH), 8.05 (s, IH), 7.38-7.64 (m, 5H), 6.94-7.14 (m, 1 IH), 6.44-6.73 (m, 4H), 4.84 
(s, 2H), 4.79 (s, 2H); LCMS purity: 94.7%; MS (m/e): 628.93 (M^ 100)., 
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7.3.154 N2,N4-Bis(3-cyano-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950092) 

2,4-DicMoro-5-fluoropyrimidine (50 mg, 0.30 nmol) was dissolved in a mixture of 
MeOH (1 ml) and H2O (0.1 ml). 3-cyano-4-hydroxyaniline (241 mg, 1.8 mmol) was added 
5 and the mixture was refluxed for 2 days (70 °C oil-bath temperature). The mixture was 
cooled to 22 °C, concentrated to dryness under reduced pressure and subjected to column 
chromatography on silica gel (CHCls-Acetone, 9: 1) to give N2,N4-bis(4-hydroxy-3- 
cyanophenyl)-5-fluoro-2,4-pyrimidinediamine. ^HNMR (CDCI3): 5 7.96 (d, IH, J= 3.5 
Hz), 7.82 (d, IH, J= 3.0 Hz), 7.79 (d, IH, J= 3.0 Hz), 7.71 (dd, IH, J= 3.0, 8.8 Hz), 7.54 
10 (dd, J= 3.0, 8.8 Hz), 6.94 (d, IH, J= 8.8 Hz), 6.84 (d, IH, J= 8.8 Hz); LCMS: purity: 97.2%; 
MS (m/e): 362.98 (M^, 100). 

7.3.155 N2,N4-Bis[3-methylsulfonylainmo)pheiiyI]-5-fluoro-2,4- 
pyiimidinediamine (R950100) 

2,4-Dichloro-5-fluoropyrimidine (50 mg, 0.3 mmol) was dissolved in a mixture of 
15 MeOH (1 ml) and H2O (0.1 ml). 3-methylsulfonylaminoaniline (300 mg, 1.5 mmol) was 
added and the mixture was refluxed for 24 hours (70 "C oil-bath temperature). The mixture 
was cooled to 22 °C, concentrated to dryness under reduced pressure and subjected to 
column chromatography on silica gel (CHCls-Acetone, 9:1) to give N2,N4-bis[3- 
methylsulfonylamino)phenyl]-5-fIuoro-2,4-pyrimidinediamine. NMR (DMSO-d6 + 
20 CD3OD): 5 8.01 (d, IH, J= 3.5 Hz), 7.46-7.68 (m, 4H), 7.49 (t, IH, J= 8.2 Hz). 7.13 (t, IH, 
J= 8.2 Hz), 6.89 (dd, IH, J= 2.4, 8.2 Hz), 6.72 (m, IH), 2.95 (s, 3H), 2.91 (s, 3H); LCMS: 
purity: 97.2%; MS (m/e): 466.89 Q/t, 100). 

7.3.156 N2,N4-Bis[3-(tert-butoxycarboiiylaiiimo)phenyl]-5-fluoro-2,4- 
pyrimidinediaiiime (R9S0108) 

25 2,4-Dichloro-5-fluoropyrimidine (75. mg, 0.45 mmol) was dissolved in a mixture of 

MeOH (2 ml) and H2O. (0.2 ml). 3-tert-butoxycarbonylaminoaniline (374 mg, 1.8 mmol) 
was added and the mixture was refluxed for 40 hours (70 "C oil-bath temperature). The 
mixture was cooled to. 22 °C, concentrated to dryness under reduced pressure and subjected 
to column chromatography on silica gel (CHCla-Acetone, 9:1) to give N2,N4-bis[3-(tert- 

30 butoxycarbonylamino)phenyl]-5-fluoro-2,4-pyrimidinediamine. 'H]SIMR(DMS0-d6 + 
CD3OD): 5 7.96 (d, IH, J= 4.1 Hz), 7.83 (m, IH), 7.60 (m, IH), 7.34-7.42 (m, 2H), 7.15- 
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7.19 (m, 2H), 7.06 (t, IH, J= 8.2 Hz), 6.93 (d, IH, J= 8.2 Hz), 1.43 (s, 9H), 1.40 (s, 9H); 
LCMS: purity: 93.2%; MS (m/e): 511.06 (M^, 100). 

7.3.157 N2,N4-Bis[4-(tert-butoxycarbonylamino)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (R950120) 

5 2,4-Dichloro-5-fluoropyriniidine (75 mg, 0.45 mmol) was dissolved in a mixture of 

MeOH (2 ml) and H2O (0.2 ml). 4-tert-butoxycarbonylaminoamline (374 mg, 1 .8 mmol) 
was added and the mixture was refluxed for 24 hours (70 "C oil-bath temperature). The 
mixture was cooled to 22 °C, concentrated to dryness under reduced pressure and subjected 
to column chromatography on silica gel (CHCls-Acetone, 9:1) to give N2,N4-bis[4-(tert- 
10 butoxycarbonylamino)phenyl]-5-fluoro-2,4-pyrimidinedianiine. ^HNMR(DMS0-d6 + 
CD3OD): 5 7.96 (d, IH, J= 3.5 Hz), 7.63 (d, 2H, J= 8.8 Hz), 7.49 (d, 2H, J= 8.8 Hz), 7.37 
(d, 2H, J= 8.8 Hz), 7.24 (d, 2H, J= 8.8 Hz), 1.45 (s, 9H), 1.43 (s, 9H); LCMS: purity: 
97.9%; MS (m/e): 5 1 1 .04 (M^ 100). 

73.158 N2,N4-Bis[2-[2-(methylammo)ethyleneaminocarbonyl]- 
15 beiizofurane-5-yl]-5-fiuoro-2,4-pyriiiiidinediaiiune (R950170) 

N2,N4-Bis[2-(ethoxycarbonyl)-benzofurane-5-yl]-5-fluoro-2,4-pyrimidmediamine 
(10 mg, 0.02 mmol) was dissolved in EtOH. To this was added N-methyl-l,2-aminoethane 
(0.1 ml : 0.1 ml) and the mixture was refluxed for 3 days (70 °C oil-bath temperature). The 
mixture was cooled to 22 °C, diluted with water and filtered. The residue was subjected to 
20 column chromatography on silica gel (CHCls-Acetone, 2: 1) to give N2,N4-bis[2-[2- 

(methylamino)ethyleneaminocarbonyl]-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine. 

^HNMR (DMSO-d6 + CD3OD): 5 8.14 (s, IH), 8.02 (s, IH), 7.99 (d, IH, J= 2.4 Hz), 7.35- 
7.68 (m, 5H), 7.17 (s, IH), 3.41 (m, 2H), 2.75 (m, 2H), 2.35 (s, 3H); LCMS: purity: 84.2%; 
MS (m/e): 561.08 (M^, 100). 

25 7.3.159 N2,N4-Bis[2-(2-hydroxyethyleneamomocarbonyl)- 

benzofiirane-5-yl]-5-fluoro-2,4-pyrimidinediaiiiine (R950167) 

In like manner to the preparation of N2JSI4-bis[2-[2-(methylainino)ethyleneamino 
carbonyl]-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine,N2,N4-bis[2- 
(ethoxycarbonyl)-benzofiu:ane-5-yl]-5-iluon)-2,4-pyrimidinediainine and 2-aminoethanol 
30 were reacted to prepare N2,N4-bis[2-(2-hydroxyetiiyleneamoinocarbonyl)-benzofurane-5- 
yl]-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 14.22 mm.; purity: 95.7%; MS. (m/e): 
535.01 (MH^. 
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7.3.160 N2,N4-Bis[2-(2-aminoethyleneamoinocarbonyl)-benzofurane- 
5-yl]-5-fluoro-2,4-pyrimidinediamine (R9501 68) 

In like maimer to the preparation of N2,N4-bis[2-[2-(methylamino)ethyleneaimno 
carbonyl]-benzofuraae-5-yl]-5-fluoro-2,4-pyrimidinediamine,N2,N4-bis[2- 
5 (ethoxycarbonyl)-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine and 1 ,2-diaminoethane 
were reacted to prepare N2,N4-bis[2-<2-aminoethyleneamoinocarbonyl)-benzofurane-5-yl]- 
5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 13.15 min.; purity: 95.8%; MS (m/e): 
532.99 (mt). 

7.3.161 N2,N4-Bis[2-(2-(N-benzylamino)ethyIeneamomocarbonyl)- 
10 benzofiarane-5-yl]-5-fluoro-2,4-pyrimidinediamme (R950169) 

In like manner to the preparation of N2,N4-bis[2-[2-(methylamino)ethyleneamino 
carbonyl]-benzoftirane-5-yl]-5-fluoro-2,4-pyrimidinediamine, N2,N4-bis[2- 
(ethoxycarbonyl)-benzofurane-5-yl]-5-fliioro-2,4-pyrimidinediaimne and N-benzyl-1,2- 
diaminoethane were reacted to prepare N2^4-bis[2-(2-(N-benzylaniino)ethyleneamoino 
1 5 carbonyl)-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 13.15 min.; 
purity: 95.8%; MS (m/e): 713.10 (MH% 

7.3.162 N2,N4-BisI2-(N-morpholiiiocarbonyl)benzofuraiie-5-yll-5- 
flaoro-2,4-pyiimidinediamine (R950172) 

In like manner to the preparation of N2,N4-bis[2-[2-(methylamino)ethyleneamino 
20 carbonyl]-benzofurane-5-yl]-5-fluoro-2,4-p3Timidinediainine, N2 Jsf4-bis[2- 

(ethoxycarbonyl)-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinedianMne and morpholine were 
reacted to N2,N4-bis[2-(N-morpholinocarbonyl)benzofiirane-5-yl]-5-fluoro-2,4- 
pyrimidinediamine. NMR (DMSO-d6 + CD3OD): 5 8.13 (d, IH, J= 2.7 Hz), 8.06 (d, IH, 
J= 2.4 Hz), 8.03 (d, IH, J= 3.6 Hz), 7.63 (dd, IH, J= 2.4, 8.8 Hz), 7.57 (d, IH, J= 9.3 Hz), 
25 7.49 (dd, IH, J= 2.4, 8.4. Hz), 7.42 (d, IH, J= 8.8 Hz), 7.25 (s, IH), 7.05 (s, IH), 4.09 (m, 
4H), 3.65 (m, 4H); LCMS: ret. time: 18.04 min.; purity: 83.2%; MS (m/e): 587.04 (MH^). 

7.3.163 N2J?J4-Bis[2-(2-N-morpholiiioethyleneamouiocarbonyl)- 
benzofiarane-5-yl]-5-fluoro-2,4-pyrimidmedianiine(R950173) 

In like manner to the preparation of N2,N4-bis[2-[2-(methylamino)ethyleneaminQ 
30 carbonyl]-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine, N2,N4-bis[2- 

(ethoxycarbonyl)-benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine and N-(2- 
aminoethyleneamino)moipholine were reacted to prepare N2JS[4-bis[2-(2-N- 
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morpholinoethyleiieamoinocarbonyl)-benzofurane-5-yl]-5-fluoro-2,4-py^^ 
^HNMR (DMSO-d6 + CD3OD): 6 8.16 (d, IH, J= 2.4 Hz), 8.03-8.05 (m, 2H), 7.71 (dd, 
IH, J= 1.8, 8.8 Hz), 7.56 (d, IH, J= 8.8Hz), 7.42 (d, IH, J= 8.8 Hz), 7.36 (s, IH), 7.19 (s, 
IH), 4.19 (m, 4H), 3.38 (m, 4H), 3.16 (t, 2H, J= 6.3 Hz), 2.28 (t, 2H, J= 6.3 Hz); LCMS: 
5 ret. time: 12.85 min.; purity: 93.8%; MS (m/e): 673.35 (MSt). 

7.3.164 N2,N4-Bis(3-aiiiino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediaimne (R950135) 

2,4-Dichloro-5-fIuoropyriinidine (50 mg, 0.3 mmol) was dissolved in a mixture of 
MeOH (1 ml) andHzO (0.1 ml). 3-amino-4-mtroamline (184 mg, 1.2 mmol) was added and 

10 the mixture was refluxed for 3 days (70 °C oil-bath temperature). The mixture was cooled to 
22 °C, concentrated to dryness under reduced pressure and subjected to column 
chromatography on siUca gel (CHCU-Acetone, 2:1) to give N2,N4-bis(3-amino-4- 
mtrophenyl)-5-fluoro-2,4-pyrimidinediainine. ^H NMR (DMS0-d6 + CD3OD): 5 8.21 (d, 
IH, J= 2.9 Hz), 7.89 (m, 3H), 7.56 (d, IH, J= 2.3 Hz), 7.01 (m, IH), 6.81 (dd, IH, J= 2.3, 

15 9.4 Hz); LCMS: purity: 91.1%; MS (m/e): 401.00 (M^, 100). 

7.3.165 N2^4-Bis(3-amino-2,4-dinuorophenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950138) 

In like mamier to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-2,4-difluoroaniline were 
20 reacted to prepare N2,N4-bis(3-amino-2,4-difluorophenyl)-5-fluoro-2,4-pyrimidinediamine. 
LCMS: ret. time: 16.98 min.; purity: 91.7%; MS (m/e): 382.97 (M£t). 

7.3.166 N2,N4-Bis(3-aiiiino-4-ethoxyphenyl)-5-fluoro-2,4- 
pyrunidmediamine (R950139) 

In like manner to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
25 pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-4-ethoxyaniIine were 
reacted to prepare N2,N4-bis(3-amino-4-ethoxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 
LCMS: ret. time: 14.29 min.; purity: 93.4%; MS (m/e): 399.09 (Mtt). 

7.3.1 67 N2,N4-Bis(3-amiiio-5-methoxycarbonyIphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950134) 

30 In Uke manner to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 

pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 3-amino-5- 
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methoxycarbonylaniline were reacted to prepare N2,N4-bis(3-amino-5- 
metiioxycarbonylphenyl)-5-fluoro-2,4-pyrimidme(Uarnine. LCMS: ret. time: 14.72 min.; 
purity: 93.8%; MS (m/e): 427.02 (MKT). 

7.3.168 N2,N4-Bis(3-aimno-5-trifluoromethylphenyl)-5-fluoro-2,4- 
pyrimidinediainme (R950140) 

In like maimer to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-5-trifluoromethylaniline 
were reacted to prepare N2,N4-bis(3-amino-5-trifluoromethylphenyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 23.35 min.; purity: 100%; MS (m/e): 446.92 (MH*). 

7.3.169 N2,N4-Bis(3-amino-5-chloropheiiyl)-5-flnoro-2,4- 
pyrimidinediamine (R950141) 

In like manner to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-5-chloroaniline were 
reacted to prepare N2,N4-bis(3-amino-5-cMorophenyl)-5-fluoro-2,4-pyrimidinediaiiiine. 
LCMS: ret. time: 19.25 min.; purity: 99.3%; MS (m/e): 378.91 (Mit). 

7.3.170 N2,N4-Bis(4-hydro3sy-3-trifluoromethylphenyl)-5-fluoro-2,4- 
pyrimidinediainine (R950093) 

In like manner to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 4-hydroxy-3- 
trifluoromethylaniline were reacted to prepare N2,N4-bis(4-hydroxy-3- 
trifluoromethylphenyl)-5-fluoro-2,4-pyrimidinedianiine. LCMS: ret. time: 22.06 min.; 
purity: 99.1%; MS (m/e): 448.88 (MH*). 

7.3.171 N2,N4-Bis(3-ammophenyl)-5-fluoro-2,4-pyrimidinediamine 
Hydrogen Chloride salt (Eb5G107) 

N2,N4-Bis(3-aminophenyl)-5-fluon)-2,4-pyrimidinediamine was treated with 2 
equivalents of HCl in dioxane. The volatiles were removed under reduced pressure to give 
N2,N4-bis(3-aminophenyl)-5-fluoro-2,4-pyrimidinediamine hydrogen chloride salt. LCMS: 
ret. time: 9.74min.; purity: 91.3%; MS (m/e): 311.06 (MH*). 
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7.3.1 72 N2,N4-Bis(4-aminophenyl)-5-fluoro-2,4-pyrimidmediainine 
Hydrogen Chloride Salt (R950121) 

N2,N4-Bis(4-aminophenyl)-5-fluoro-2,4-pyrimidinediamine was treated with. 2 
equivalents of HCl in dioxane. The volatiles were removed under reduced pressure to give 
N2,N4-bis(4-an3inophenyl)-5-£Iuoro-2,4-pyrinudinediamine Hydrogen Chloride Salt. 
LCMS: ret. time: 11.15 min.; purity: 100%; MS (m/e): 311.09 (Mit). 

7.3.173 N2,N4-Bis(3-aininophenyI)-2,4-pyriiiiidinediainine (R950109) 

In like maimer to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and S-aminoaniline were reacted to prepare 
N2,N4-bis(3-aminophenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 8.90 min.; purity: 
91%; MS (m/e): 293.06 (MH*"). 

7.3.174 N2,N4-Bis(3-ainino-2,4-dmuorophenyl)-2,4- 
pyrimidinediainine (R950131) 

In Uke manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-2,4-difluoroaniline were reacted to 
prepare N2,N4-bis(3-amino-2,4-difluorophenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 
16.62 min.; purity: 96.7%; MS (m/e): 364.99 (Mtt). 

7.3.1 75 N2^4-Bis(3-amino-4-ethoxyphenyl)-2,4-pyrimidmediamme 
(R950142) 

In like manner to the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-4-eaioxyaniline were reacted to 
prepare N2,N4-bis(3-amino-4-ethoxyphenyl)-2,4-pyrimiduiediamine. LCMS: ret. time: 
14.38 min.; purity: 99.7%; MS (m/e): 381.07 (MET). 

7.3.176 N2,N4-Bis(3-amino-5-methoxycarbonylphenyl)-2,4- 
pyrimidinediamlne (R950132) 

In like manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-5-methoxycarbonylamline were 
reacted to prepare N2,N4-bis(3-amino-5-methoxycarbonylphenyl)-2,4-pyrimidinediamine. 
LCMS: ret. time: 15.25 min.; purity: 93.6%; MS (m/e): 409.02 (MH^. 
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7.3-177 N2,N4-Bis(3-aiiuiio-5-trifluoromethyIpheiiyI)-2,4- 
pyriimdinediamine (R950143) 

In like manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-5-trifluaromethylaniline were 
reacted to prepare N2,N4-bis(3-amino-5-trifluoromethylpheQyl)-2,4-pyTimidinediamine. 
LCMS: ret. time: 23.23 min.; purity: 99.1%; MS (m/e): 428.95 (MSt). 

7.3.178 N2,N4-Bis(3-amino-5-chlorophenyl)-2,4-pyrimidmediaiiiiiie 
(R950133) 

In Uke manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-5-chloroaniline were reacted to 

prepare N2,N4-bis(3-amino-5-chlorophenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 
19.45 min.; purity: 100%; MS (m/e): 360.93 (MKO. 

7.3.179 N2,N4-Bis[3-ainino-4-(N-phenylainino)-phenyl]-5-fluoro-2,4- 
pyrimidinediainine (R950125) 

In like manner to the preparation of N2;S[4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-4-(N-phenylamino)- 
aniline were reacted to prepare N2,N4-bis[3-aniino-4-(N-phenylamino)-phenyl]-5-fluaro- 
2,4-pyrimidinediamine. LCMS: ret. time: 23.67 min.; purity: 100%; MS (m/e): 476.36 

7.3.180 N2,N4-Bis[3-ammo-4-(N-phenylammo)-pheiiyI]-2^- 
pyriinidmediamine (R950123) 

In like manner the preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloropyrimidine and 3-amino-4-(N-phenylamino)-aniline were 
reacted to prepare N2,N4-bis[3-amino-4-(N-phenylamino)-phenyl]-2,4-pyrimidinediamine. 
LCMS: ret. time: 23.77 min.; purity: 77.8%; MS (m/e): 475.04 (MH^). 

7.3.181 N2,N4-Bis(5-amino-2-methylphenyI)-5-fluoro-2,4- 
pyrunidinediamme (R950157) 

In like manner to tiie preparation of N2,N4-bis(3-amino-4-nitrophenyl)-5-fluoix)-2,4- 
pyrimidinediamine, 2,4-dichloio-5-fluoropyrimidine and 5-amino-2-methylaniline were 
reacted to prepare N2,N4-bis(5-amino-2-methylphenyl)-5-fluoro.^2,4-pyrimidinediamine. 
LCMS: ret. time: 10.61 min.; purity: 83.4%; MS (m/e): 339.13 (MH^. 
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7.3.182 N2,N4-Bis(5-amino-2-fluorophenyl)-5-flttoro-2,4- 
pyrimidinediainme (R950158) 

In like manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 5-amino-2-fluoroamline were 
reacted to prepare N2,N4-bis(5-ai]odno-2-fluorophenyl)-5-fluoro-2,4-pyrirmdinediamine. 
LCMS: ret. time: 11.48 min.; purity: 95.6%; MS (m/e): 347.04 (MSt). 

7.3.183 N2^4-Bis(3-amino-4-fluorophenyl>5-fluoro-2,4- 
pyrimidinediamine (R950159) 

In like manner to the preparation of N2,N4-bis(3-amino-4-mtrophenyl)-5-fluoro-2,4- 
pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 3-amino-4-fluoroaniline were 
reacted to prepare N2,N4-bis(3-aniino-4-fluorophenyl)-5-fluoro-2,4-pyrimidinediainine. 
LCMS: ret. time: 18.74 min.; purity: 95.6%; MS (m/e): 347.29 (MH*). 

7.3.184 N2,N4-Bis(2-methyl-5-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediainme (R950146) 

2,4-Dichloro-5-fluoropyrimidine (33 mg, 0.2 mmol) was dissolved in a mixture of 
MeOH (1 ml) and H2O (0.1 ml). 2-Methyl-5-mtroaniline (122 mg, 0.8 mmol) was added 
and the mixture was refluxed for 2 days (70 "C oil-bath temperature). The mixture was 
cooled to 22 "C, concentrated to dryness under reduced pressure and subjected to colrman 
chromatography on silica gel (CHClr-Acetone, 9:1) to give N2,N4-bis(2-methyl-5- 
mtrophenyl)-5-fluoro-2,4-pyrimidinediamine. ^H]SIMR(DMSO-d6 + CD30D): 5 8.31 (d, 
IH, J= 2.3 Hz), 8.20 (d, IH, J= 2.3 Hz), 8.06 (d, IH, J= 3.5 Hz), 7.91 (dd, IH, J= 2.3, 8.2 
Hz), 7.65 (dd, IH, J= 2.9, 8.8 Hz), 7.41 (m, IH), 7.28 (d, IH, J= 8.2 Hz), 2.28 (s, 3H), 2.24 
(s, 3H); LCMS purity: 87.4%; MS (m/e): 399.20 (M^ 100). 

7.3.185 N2^4-Bis(2-fluoro-5-iutrophenyl)-5-fluoro-2,4- 
pyrinudinediamine (R950147) 

In like mamier to the preparation of N2,N4-bis(2-methyl-5-nitrophenyl)-5-fluoro- 
2,4-pyrimidinediainine, 2,4-dichloro-5-fluoropyrimidine and 2-fluoro-5-nitroaniline were 
reacted to prepare N2,N4-bis(2-fluoro-5-iiitrophenyl)-5-fluoro-2,4-pyrimidinediamine.. 
LCMS: ret. time: 31.07 min.; purity: 93.6%; MS (m/e): 407.14 (Mit). 
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7.3.186 N2,N4-Bis(4-fluoro-3-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950148) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-nitrophenyl)-5-fluoro- 
2,4-pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 4-fluoro-3-nitroamline were 
5 reacted to prepare N2,N4-bis(4-fluoro-3-nitrophenyl)-5-fluoro-2,4-pyrimidinediamine. 
LCMS: ret. time: 27.17 miiL; purity: 94.3%; MS (m/e): 406.96 (MH^. 

7.3.187 N2,N4-Bis(4-methyl-3-nitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950144) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-mtrophenyl)-5-fluoro- 
1 0 2,4-pyrimidinediamine, 2,4-dichloro-5-fluoropyriniidine and 4-methyl-3-mtroaniHne were 
reacted to prepare N2,N4-bis(4-methyl-3-mtrophenyl)-5-fluoro-2,4-pyrimidinediarnine. 
LCMS: ret. time: 27.40 min.; purity: 96.6%; MS (m/e): 399.00 (Mit). 

7.3.188 N2,N4-Bis(4-chloro-3-iiitrophenyl)-5-fluoro-2,4- 
pyrimidinediamine (R950149) 

15 In like manner to the preparation of N2,N4-bis(2-methyl-5-mtrophenyl)-5-fluoro- 

2,4-pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine and 4-chloro-3-mtroaniline were 
reacted to prepare N2,N4-bis(4-cMoro-3-iutrophenyl)-5-fluoro-2,4-pyriniidinediainine. 
LCMS: ret. time: 35.63 min.; purity: 98.9%; MS (m/e): 439.09 (Mif). 

7.3.189 N2,N4-Bis(2-hydro3cyethyleneamino-5-nitrophenyl)-5-fluoro- 
20 2,4-pyrinudmediaiiiine (R950150) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-iiitrophenyl)-5-fluoro- 
2,4-pyrimidinediamine, 2,4-dichloro-5-fluaropyrmiidine and 2-hydroxyethyleneanMno-5- 
nitroaniline were reacted to prepare N2,N4-bis(2-hydroxyethyleneamino-5-nitrophenyl)-5- 
fluoiD-2,4-pyriimdinedianmie. LCMS: ret. time: 17.90 min.; purity: 97.8%; MS (m/e): 
25 489.19 (MH^^). 

7.3.190 N2,N4-Bis(2-methoxy-5-nitrophenyl)-5-fluoro-2,4- 
pyrimidinedianiine 0^950151) 

In like manner to the preparation of N2JSf4-bis(2-methyl-5-mtrophenyl)-5-fluoro- 
2,4-pyrimidinediamine, 2,4-dichloro-5-fluoTopyrimidine and 2-methoxy-5-nitroaniline were 
30 reacted to prepare N2,N4-bis(2-methoxy-5-nitrophenyl)-5-fluoro-2,4-pyriimdinediamine. 
LCMS: ret. time: 3 1.46 min.; purity: 95.9%; MS (m/e): 431.22 (MH^. 



191 



wo 03/063794 



PCT/US03/03022 



7.3.191 N2,N4-Bis(4-fluoroO-nitrophenyl)-2,4-pyrimidinediamine 
(R950152) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-mtrophenyl)-5-fluoro- 
2,4-pyrimidinedianiine, 2,4-dicWoropyrinudine and 4-fluoro-3-mtroaniline were reacted to 
5 prepare N2,N4-bis(4-fIuoro-3-nitrophenyl)-2,4-pyrinaidinedia33)ine. LCMS: ret. time: 30.92 
min.; purity: 94.4%; MS (m/e): 389.31 (MH^. 

7.3.192 N2^4-Bis(4-methyl-3-nitrophenyI)-2^-pyriinidlnediaiiiuie 
(R950153) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-nitroplienyl)-5-fluoro- 
10 2,4-pyrimidinediamine, 254-dichloropyrimidine and 4-methyl-3-nitroaniline were reacted to 
prepare N2,N4-bis(4-methyl-3-mtrophenyl)-2,4-pyrimidinediaimne. LCMS : jet. time: 
31.22 min.; purity: 99.6%; MS (m/e): 381.35 (MH*). 

7.3.193 N2,N4-Bis(4-chloro-3-nitrophenyl)-2,4-pyriinidinediamiiie 
(R950154) 

15 In like manner to the preparation of N2,N4-bis(2-methyl-5-nitrophenyl)-5-fluoro- 

2,4-pyrimidinedianiine, 2,4-dichloropyrimidine and 4-chloro-3-nitroaniline were reacted to 
prepare N2,N4-bis(4-cMoro-3-nitrophenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 37.24 
min.; purity: 99. 1%; MS (m/e): 421 .30 (Mit). 

7.3.194 N2,N4-Bis(2-hydroxy-5-nitrophenyI)-2,4-pyriimdmediaiiiine 
20 (R950155) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-nitropheQyl)-5-fluoro- 
2,4-pyrimidinediamine, 2,4-dichloropyrimidine and 2-hydroxy-5-nitroamline were reacted 
to prepare N2,N4-bis(2-hydroxy-5-nitrophenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 
23.26 min.; purity: 100%; MS (m/e): 385.33 (MH^. 

25 7.3.195 N2,N4-Bis(2-hydroxyethyleneammo-5-nitrophenyl)-2^- 

pyrimidinediamine (R950156) 

In like manner to the preparation of N2,N4-bis(2-methyl-5-nitrophenyl)-5-fluoro- 
2,4-pyrimidinediamine, 2,4-dichloropyrimidine and2-hydroxyethyleneaniino-5-nitroaniline 
were reacted to prepare N2,N4-bis(2-hydroxyethyleneamino-5-nitrophenyl)-2,4- 
30 pyrimidinediamine. LCMS: ret. time: 17.87 min.; purity: 97.2%; MS (m/e): 470.99 (MH^. 
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7.3.196 N2,N4-Bis [3-(N-isopropyl)aminophenyl]-5-fluoro-2,4- 
pyrimidinediamine (R950166) 

N2,N4-Bis(3-aminophenyl)-5-fluoro-2,4-pyrimidme<Uamine, acetone and 
sodinmcyanoborohydride were reacted together to give N2,N4-bis[3-(N- 
5 isopropyl)ammophenyl]-5-fluoro-2,4-p5^rimidinediaraine. LCMS: ret time: 14.07 min.; 
purity: 90.3%; MS (m/e): 395.14 (Mit). 

7.3.197 N2,N4-BisI3-N-(2-hydroxy-l-methylethyl)aiiiinopheiiyl]-5- 
fluoro-2,4-pyriiniduiediainiiie (R950171) 

N2,N4-Bis(3-aniinophenyl)-5-fluoro-2,4-pyrimidinediaimne, l-hydroxyacetone and 
10 sodiumcyanoborohydride were reacted to give N2,N4-bis[3-N-(2-hydroxy-l- 

methylethyl)aniinophenyl]-5-fluoro-2,4-pyrimidinediainine. LCMS: ret. time: 11.97 min.; 
purity: 79.01%; MS (m/e): 427.12 (MH*). 

73.198 N2,N4-Bis(3-tert-butoxycarbonylmetliyleneaminophenyl)-5- 
fluoro-2,4-pyriiiiidinediamme (R950177) 

15 N2,N4-Bis(3-aimnophenyl)-5-fluoro-2,4-pyrimidinediamineandtert-butyl 
bromoacetate were reacted together to give N2,N4-bis(3-tert- 

butoxycarbonyhnethyleneaniinophenyl)-5-fluoro-2,4-pyrimidinediamine. LGMS: ret. time: 
29.34 min.; purity: 97.2%; MS (m/e): 427.07 (MH^. 

7.3.199 N4-(3-Ammophenyl)-N2-(3-tert- 

20 butoxycarbonylmethyleneammopIieiiyi)-5-fluoro-2,4- 

pyrimidinediamme (R950178) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4-pyriimdinediarnine, N2JSf4-bis(3- 
aminophenyl)-5-fluoro-2,4-pyriimdinedianiine and tert-butyl bromoacetate were reacted 
25 together to give N4-(3-anainophenyl)-N2-(3-tert-butoxycarbony]methyleneaminophenyl)-5- 
fluoro-2,4-pyrimidinedianiine. LCMS: ret. time: 18.33 min. j purity: 94.5%; MS (m/e): 
369.09 (MH^. 

7.3.200 N2-(3-AminophenyI)-N4-(3-tert- 
butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4- 

30 pyrimidinediamine (R950179) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonyhnethylenean3inophenyl)-5-fluoro-2,4-pyrimidinediamine, N2,N4-bis(3- 
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aminophenyl)-5-fluoro-2,4-pyrimidinediamine and tert-butyl bromoacetate were reacted 
together to give N2-(3-aminophenyl)-N4-(3-tert-butoxycarbonylmethyleneanunophenyl)-5- 
fluoro-2,4-pyrimidmedianiine. LCMS: ret. time: 18.82 min.; purity: 85.8%; MS (m/e): 
369.11 (MH^. 

7.3.201 N2,N4-Bis(3-ethoxycarbonylmethyleneaminophenyl)-5- 
fluoro-2,4-pyrimidinediamme(R950184) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonyhnethyleiieaimnophenyl)-5-fluoro-2,4-pyrimidiaediamine,N2,N4-bis(3- 
aininophenyl)-5-fluoro-2,4-pyrimidinediaiimie and ethyl bromoacetate were reacted 
together to give N2,N4-bis(3-ethoxycarbonyhnethyleneaminophetiyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 23.41 min.; purity: 96,3%^ MS (m/e): 483.08 (Mit). 

7.3.202 N2,N4-Bis(3-ethoxycarbonylmethyIeneaminophenyl)-N2- 
(ethoxycarbonylmethyl)-5-fluoro-2,4-pyrmiidioediamme 
(R950183) 

In like manner to the preparation of N2,N4-bis(3 -tert- 
butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4-pyrimidinediamine, N2,N4-bis(3- 
aminophenyl)-5-fluoro-2,4-pyriimdinediamine and ethyl bromoacetate were reacted 
together to give N2,N4-bis(3-ethoxycarbonyhnethyleneaminophenyl)-N2- 
(ethoxycarbonylmefhyl)-5-fluoro-2,4-pyriniidinediauune. LCMS: ret. time: 25.65 min.; 
purity: 92.5%; MS (m/e): 569.08 (Mit). 

7.3.203 N2-(3-Aminophenyl)-N4-(3-hydroxyethyleneaminophenyI)-5- 
fluoro-2,4-pyrimidmediamme and N4-(3-Aminophenyl)-N2- 
(3-hydroxyethyleneaiiiinophenyl)-5-fluoro-2,4- 
pyrimidmediainine (R950180) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4-pyrirnidinediainine, N2,N4-bis(3- 
aniinophenyl)-5-fluoro-2,4-pyriniidinediamine and l-bromo-2-hydroxyethane were reacted 
together to give a xmseparable mixture of N2-(3-aminophenyl)-N4-(3- 
hydroxyethyleneaminophenyl)-5-fluoro-2,4-pyrimidinediamineandN4-(3-aminophenyl)- 
N2<3-hydroxyethyleneaminophenyl)-5-fluoro-2,4-pyrin3idinediainine. LCMS: ret. time: 
9.84 min.; purity: 89.5%; MS (m/e): 355.10 (MH*).. 



194 



wo 03/063794 



PCT/US03/03022 



7.3^04 N2,N4-Bis(3-hydroxyethyleneaminophenyl)-5-fluoro-2,4- 
pyrimidmediamiiie (R950181) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonylmefliyleneaminophenyl)-5-fluoro-2,4-pyrimidinedianune,N2,N4-bis(3- 
5 aminophenyl)-5-fluoro-2,4-pyrrmidinediamine and 1 -bromo-2-hydroxyethane were reacted 
together to give N2,N4-bis(3-hydroxyethyleneaminophenyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 11.46 min.; purity: 83.3%- MS (m/e): 399.12 (MH^. 

7.3.205 N2,N4-Bis [3-(N-benzyloxyethyleneamino)phenyl]-5-fluoro- 
2,4-pyriiiiidmediamiiie (R950174) 

10 In like maimer to the preparation of N2,N4-bis(3-tert- 

butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4-pyrimidinediainine, N2,N4-bis(3- 
aminopheayl)-5-fluoro-2,4-pyrimidinediamine and l-benzyloxy-2-bromoethane were 
reacted together to give N2,N4-bis[3-(N-benzyloxyethyleneamino)phenyl]-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 32.92 min.; MS (m/e): 579.17 (MH^. 

15 7.3.206 N2-(3-Ammophenyl)-N4-I3-(N- 

benzyloxyethyleneaiiimo)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (R950175) 

In like manner to the preparation of N2,N4-bis(3-tert- 
butoxycarbonylmethyleneanMnophenyl)-5-fluoro-2,4-pyrirnidinediamine,N2,N4-bis(3- 
20 aminophenyl)-5-fluoro-2,4-pyrimidinediamine and l-benzyloxy-2-bromoethane were 

reacted together to give N2-(3-aminophenyl)-N4-[3-(N-benzyloxyethyleneamino)phenyl]-5- 
fluoro-2ApyriiJiidinediamine. LCMS: ret. time: 23.79 min.; MS (m/e): 445.11 QS/St). 

7.3.207 N4-(3-Ammophenyl)-N2-[3-(N- 

benzyloxyethyleneamino)phenyl]-5-fluoro-2,4- 
25 pyrimidinediamine (R950176) 

In like maimer to the preparation of N2,N4-bis(3-tert- 
butoxycarbonylmethyleneaminophenyl)-5-fluoro-2,4-pyrimidinediamine, N2^4-bis(3- 
aminophenyl)-5-fluoro-2,4-pyrimidinediamine and l-benzyloxy-2-bromoethane were 
reacted togeftier to give N4-(3-aiiunophenyl)-N2-[3-(N-benzyloxyethyleneamino)phenyl]-5- 
30 fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 23.64 min.; MS (m/e): 445.13 (MHT). 
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7J.208 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyriimdinediainme (R92621 0) 

To a solution of 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-£luoro-4- 
pyrimidineamine (0.028g, 0.1 mmol) in MeOH: H2O (1.8: 0.2 mL) was added 3- 
hydroxyaniline (0.033g, 0.3 nnnol) and heated in a sealed tube at 100 "C for 24h. The 
resulting reaction was diluted with H2O (10 mL), acidified with 2N HCl (pH >2), saturated 
and the resulting solid was filtered to give the desired product, N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl))-2,4-pyrimidinediamine(R926210). 
Purification can be done by filtration through a pad of silica gel using 1-5% MeOH in 
CH2CI2 or by crystallization using an appropriate solvent system. NMR (CDCI3 + 
CD3OD): 5 7.76 (bs, IH), 7.30 (d, IH, J= 2.4 Hz), 7.10 (m, IH), 7.03 (t, IH, J= 8.1 Hz), 
6.89 (dd, 2H, J= 2.4 and 9 Hz), 6.78 (d, IH, J= 8.7 Hz), 6.42 (dd, IH, J= 2.4 and 9 Hz), 4.22 
(m, 4H); ^^F NMR (CDCI3 +. CD3OD): -. 47196; LCMS: ret. time: 19.55 min.; purity: 95%; 
MS (m/e): 355 (Mit). 

Note: When the substrate has ethyl, butyl, benzyl etc. ester functions and the 
reaction is carried out in methanol as a solvent, the cross esterification to produce methyl 
ester was observed. 

7.3.209 N2-(3,4-Ethyleiiedioxyphenyl)-5-nuorb-N4-[3- 
(hydroxymethyl)phenyl]-2,4-pyriinidmediainine (R925758) 

20 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-[3- 
(hydroxymethyl)phenyl]-4-pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to 
yield N2-(3,4-ethylenedioxyphenyl)-5-fluoro-N4-[3-(hydroxymethyl)phenyl]-2,4- 
pyrimidinediamine. NMR (CDCI3): 8 7.92 (d, IH, J= 3.0 Hz), 7.78 (bs, IH), 7.41-7.31 

25 (m, 3H), 7. 12 (d, IH, J= 7.2 Hz), 6.94 (bs, IH), 6.81-6.75 (m, 3H), 4.68 (s, 2H), 4.25 (s, 
4H); ^^F NMR (CDCI3): -.47438; LCMS: ret. time: 17.73 min.; purity: 100 %; MS (m/e): 
369 (MH^. 

7.3.210 N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[4- 
(hydroxyniethyI)phenyl]-2,4-pyriiiiidinediaimne(R925760) 

30 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrinudinediamine, 2-chloro-5-fluoro-N4-[4- 
(hydroxymethyl)phenyl]-4-pyrimidinearnine and 3,4-ethylenedioxyaniline were reacted to 
yield N2-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[4-(hydroxymethyl)phenyl]-2,4- 
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pyiimidinediamine. ^HNMR (CDCI3): 5 7.92 (bs, IH), 7.62 (d, 2H, J= 8.7 Hz), 7.36 (d, 
2H, J= 8.7 Hz), 7.19 (d, IH, J= 2.1), 6.87 (dd, IH, J= 2.7 and 8.7 Hz), 6.79 (d, IH, J= 8.7 
Hz), 4.68 (s, 2H), 4.28-4.23 (m, 4H); ^'F NMR (CDCI3): - 4.7466; LCMS: ret. time: 17.86 
min.; purity: 93 %; MS (m/e): 369 (MSt). 

5 7.3.211 N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(2-hydroxy-2- 

phenylethyl)-2,4-pyriiiiidmediamine (R925765) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(2-hydroxy-2- 
pheiiylethyl)-4-pyrinudineamine and 3,4-ethylenedioxyaniline were reacted to yield N2- 
10 (3,4-ethylenedioxyphenyl)-5-fluoro-N2-(2-hydroxy-2-phenylethyl)-2,4-pyrimidinediainine. 
'HNMR (CDCI3): 5 7.79 (s, IH), 7.48 (m, 5H), 6.89-6.71 (m, 3H), 5.41-5.38, 4.97 (dd, IH, 
J= 3.6 and 7.5 Hz), 4.28-4.22 (m, 4H), 3.88 (ddd, IH, J= 4.2, 7.2, and 14.1), 3.64-3.55 (m, 
IH); ^^F NMR (CDCI3): - 47910; LCMS: ret. time: 20.47 min.; purity: 88 %; MS (m/e): 383 

15 7.3.212 N2-(3,4-Ethylendioxyphenyl)-5-nuoro-N4-I(2R)-hydroxy- 

(lS)-methyl-2-phenylethyl)-2,4-pyriimdmediaimne (R925766) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-[(2R)-hydroxy-(lS)- 
methyl-2-phenylethyl)-4-pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to 

20 yield N2-(3,4-ethylendioxyphenyl)-5-fluoro-N4-[(2R)-hydroxy-(l S)-methyl-2- 

phenylethyl)-2,4-pyrimidinediamine. NMR (CDCI3): 5 7.80 (bs, IH), 7.71 (bs, IH), 
7.36-7.23 (m, 6H), 6.91. (dd, IH, J= 3.0 and 9.0 Hz), 6.80 (d, IH, J= 9.0 Hz), 5.17 (d, IH, J= 
8.1 Hz), 5.01 (d, IH, J= 3.0 Hz), 4.56-4.50 (m, IH), 4.24 (s, 4H), 1.10 (d, 3H, J= 6.3 Hz); 
'^F NMR (CDCls): - 47840; LCMS: ret. time: 21.43 min.; purity: 99 %; MS (m/e): 397 

25 (mt). 

7.3.213 N4-Cyclohexyl-N2-(3,4-etliylenedioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamme (R925794) 

In a manner similar to. the preparation of N4-(3,4-ethyIenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyiiniidinediamine,2-chloro-N4-cyclohexyl-5-fIuoro-4- 
30 pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to yield N4-cyclohexyl-N2- 
(3,4-ethylenedioxyplienyl)-5-£luoro-2,4-pyrimidinediamine. 'H NMR (CD3OD): 8 7.62 (d, 
IH, J= 4.2 Hz), 7.31 (d, IH, J= 2.1 Hz), 6.86 (dd, IH, J= 2.4 and 8.7 Hz), 6.68 (d, IH, J= 
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8.7 Hz), 4.23-4.16. (m, 4H), 3.99-3.89 (m, IH), 2.03 (dd, 2H, J= 2.1 and 12.3 Hz), 1.80 (dt, 
2H, J= 3.0 and 13.5 Hz), 1.72-1.65 (m, IH), 1.49-1.20 (m, 5H); NMR (CD3OD): - 
48332; LCMS: ret. time: 24.54 mm.; purity: 95 %; MS (m/e): 345 (MH^. 

7.3.214 N4-(4-CarboxycyclohexyI)-N2-(3,4-ethylenedioxypheiiyl)-5- 
5 fluoro-2,4-pyrimidinediamine (R925795) 

In a maimer similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, N4-(4-carboxycyclohexyl)-2-chloro-5- 
fluoro-4-pytimidineamine and 3,4-ethyIenedioxyaniline were reacted to yield N4-(4- 
carboxycyclohexyl)-N2-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyriimdinediamine. ^H 
10 NMR (CD3OD): 5 7.62 (d, IH, J= 4.2 Hz), 7.3 1 (d, IH, J= 2.4 Hz), 6.84 (dd, IH, J= 2.4 and 
8.7 Hz), 6.70 (d, IH, J= 8.7 Hz), 4.23-4.18 (m, 4H), 3.99-4.08 (m, IH), 2.59 (t, IH, J= 3.9 
Hz), 2.16-2.09 (m, 2H), 1.91-1.84 (m, 2H), 1.78-1.57 (m, 4H); NMR (CD3OD): - 48152; 
LCMS: ret. time: 19.31 min.; purity: 96 %; MS (m/e): 389 (Mit). 

7.3.215 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(3- 

15 hydroxyphenyl)-2,4-pyriimdmediamine (R925796) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediainine, 2-chloro-5-fluoro-N4-(3-hydroxyphenyl)-4- 
pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to yield N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine. 'HNMR 
20 pMS0-d6): 6 9.30 (s, IH), 9.12 (bs, IH), 8.91 (bs, IH), 8.02 (d, IH, J= 3.3 Hz), 7.35-7.30 
(m, IH), 7.24-7.21 (m, IH), 7.12 (t, IH, J= 1.8 Hz), 7.09-7.04 (m, 2H), 6.67 (d, IH, J= 9.0), 
6.46 (dd, IH, J= 1.8 and 8.4 Hz), 4.18-4.12 (m, 4H); '^F NMR (DMSO-d6): - 46594; 
LCMS: ret. time: 18.43 min.; purity: 97 %;.MS (m/e): 355 (Mtf). 

7.3.216 N2-AUyl-N4-(3,4-ethyIeiiedioxypheiiyl)-5-nuoro-2,4- 
25 pyrimidinediamine CR925823) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyrimidineamine and allylamine were reacted to yield N2-allyl-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. ^HNMR (CD3OD): S 7.71 (bs, IH), 
30 7.37 (d, IH, J= 2.4 Hz), 7.07 (dd, IH, J= 2.4 and 8.7 Hz), 6,75 (d, IH, J= 8.7 Hz), 5.98-5.85 
(m, IH), 5.19 (dq, IH, J= 1.8 and 16.8 Hz), 5.06 (dq, IH, J= 1.8 and 10.5 Hz), 4.24-4.18 (m. 
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4H), 3.92-3.68 (m, 2H); NMR (CD3OD): - 48552; LCMS: ret. time: 19.36 min.; purity: 
95 %; MS (m/e): 303 (MH^. 

7.3.217 N4-(3,4-EthylenedioxypheiiyI)-N2-(4-ethylphenyl)-5-fluoro- 
2,4-pyrimidlnediamme (R926237) 

5 In a manner similar to the preparation of N4-(3,4-ethylene(iioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrinudinediamine, 2-cMoro-N4<3,4-ethylenedioxyphen^^^ 
fluoro-4-pyrimidineamine and 4-ethylaniline were reacted to yield N4-(3,4- 
ethylenedioxyphenyl)-N2-(4-ethylphetiyl)-5-fluoro-2,4-pyrimidinediamine. NMR 
(CDCI3): 5 7.87 (bs, IH), 7.42 (d, 2H, J= 8.7 Hz), 7.26 (d, IH, J= 3.0 Hz), 7.13-7.08 (m, 
10 3H), 6.95 (dd, IH, J= 2.4 and 8.7 Hz), 6.82 (d, IH, J= 9.0 Hz), 6.60 (bs, IH), 4.23 (s, 4H), 
2.59 (q, 2H, J= 7.5 Hz), 1.20 (t, 3H, J= 7.5 Hz); ''^ NMR (CDCI3): - 47549; LCMS: ret. 
time: 25.31min.; purity: 99 %; MS (ni/e): 367 (MH^. 

7.3.218 N4-(3,4-EthylenedioxyphenyI)-5-fluoro-N2-[2- 
(methoxycarbonyl)benzofaran-5-yl]-2,4-pyriimdinediamme 

15 (R926690) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- ■ 
fluoio-4-pyrimidineamine and 2-methoxycarbonyl-5-aminobenzofuran were reacted to yield 
N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[2-(methoxycarbonyl)benzofuran-5-yl]-2,4- 
20 pyrimidinediamine. ^H NMR (DMS0-d6): 5 9.68 (bs, IH), 8.13-8.10 (m, 2H)^ 7.63-7.54 
(m, 3H), 7.27 (bs, IH), 7.10 (d, IH, J= 8.7 Hz), 6.80 (d, IH, J= 8.1 Hz), 4.21 (s, 4H), 3.88 
(s, 3H); LCMS: ret. time: 23.22 min.; purity: 95 %; MS (m/e): 437 (Mtf"). 

7.3.219 5-Fluoro-N2-(2-methoxycarbonylbenzofuran-5-yl)-N4-(4- 
isopropoxyphenyl)- 2,4-pyriimdiiiediaiiime (R926704) 

25 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediainine, 2-chloro-5-fluoro-N4-[4- 
(isopropoxy)phenyl]-4-pyrimidineamine and 2-methoxycarbonyl-5-aminobenzofuran were 

reacted to yield 5-fluoro-N2-(2-methoxycarbonylbenzofuran-5-yl)-N4-(4- 
isopropoxyphenyl)- 2,4-pyrimidinediamine. NMR (CDCI3): 5 8.04 (d, IH, J= 1.8 Hz), 
30 7.49-7.41 (m, 4H), 7.35 (dd, IH, J=. 2.4 and 8.7 Hz), 7.14 (bs, IH), 6.90 (d, 2H, J= 9.3 Hz), 
6.70 (bs, IH), 4.56 (2q, IH, J= 5.7 Hz), 3.98 (s, 3H), 1.37 (d, 6H, J= 5.7 Hz); LCMS: ret. 
tune: 25.52 min.; purity: 98 %; MS (m/e): 437 
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7.3.220 5-Fluoro-N4-( 3-hydroxyphenyI)-N2-[4-(2- 
hydroxyethyl)oxyphenyl]-2,4-pyrimidinediamine (R926376) 

In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyriniidinediamine, 2-chloro-5-fluoro-N4-( 3-hydroxyphenyl)]-4-pyrimidineamme and 
5 4-(2-hydroxyefhyloxy)aniline were reacted to yield 5-fluQro-N4-( 3-hydroxyphenyl)-N2-[4- 
(2-hydroxye&yl)oxyphenyl]-2,4-pyriniidinediamine. NMR (D2O): 5 8.40 (d, IH J= 4 
Hz), 7.57 (m, 6H), 7.12 (m, 2H), 6.90 (m, 2H), 4.40 (m, 4H) 2,2 (s, 3H); LCMS: ret. time: 
13.61 min.; purity: 97 %; MS (m/e): 357 (MH^. 

7.3.221 N2-[4-(2-N,N-Dimethylaimno)ethoxyphenyl]-5-fluoro-N4-(3- 
10 hydroxyphenyl)-2,4-pyrimidinediainme (R909236) 

In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-liydroxyphenyl)- 
2,4-pyrimidinediamine, 2-chloro-5-fluaro-N4-( 3-hydroxyphenyl)]-4-pyrimiduieamine and 
4-(2-N,N-dimethylamino)ethoxyaniline were reacted to yield N2- [4-(2-N,N- 
dimethylaniiiio)etlioxyphenyl]-5-fluoro-N4-( 3-hydroxyphenyl)-2,4-pyrimidinediamine. 
15 NMR (CD3OD): 6 7.80 (d, IH J= 4 Hz), 7.47 (dd, IH, J= 6.8 Hz, 2.7 Hz), 7.44 (m, IH), 

7.05 (m, IH), 6.85 (m, IH), 6.78 (m, 2H), 4. 16 (m, 2H), 3.03 (m, 2H), 2.55. (s, 6H); LCMS: 
ret. time: 12.74 min.; purity: 98 %; MS (m/e): 384 (MlT). 

73.222 N2-(l,4-Benzoxazm-3-on-6-yl)- 5-fluoro-N4-( 3- 

hydroxyphenyl)-2,4-pyriinidinediamine(R909238) 

20 In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 

2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-( 3-hydroxyphenyl)]-4-pyrimidineamine and 
6-aimno-l,4-benzoxazin-3-one were reacted to yield N2-(l,4-benzoxazin-3-on-6-yl)-5- 
fluoro-N4-( 3-hydroxyphenyl)-2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 5 8.18 (d, IH 
J= 4 Hz), 7.17 (m, 3H), 7.09 (m, IH ), 7.06 (m, IH ), 6.58 (m, IH) 4.52 (s, 3H); LCMS: 

25 ret. time: 17.1&min.; purity: 99 %; MS. (m/e): 368 (MSt). 

7.3.223 N2-(l,4-Benzoxazin-6-yl)-5-fluoro-N4-(3-hydroxypheiiyl)-2,4- 
pyrimidinediamine (R909241) 

In like manner to N4-(3,4-ethylenedioxyplienyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-( 3-hydroxyphenyl)] pyrimidineamine and 6- 
30 amino-l,4-benzoxazine were reacted to yield N2-(l,4-benzoxazin-6-yl)-5-fIuoro-N4-(3- 

hydToxyphenyl)-2,4-pyrimidinediamine. ^HNMR (CD3OD): 6 □ □ □(d, IH, J= 4 Hz), 7.15 



200 



wo 03/063794 



PCT/US03/03022 



(m, 3H), 6.68 (m, 2H), 6.52 (m, 2H), 6.52 (m, IH), 4.18 (m, 2H), 3.37 (m, 2H); LCMS: ret. 
time 17.42 min.; purity: 95%; MS (m/e): 354 (MFt). 

7.3.224 N4-(l,4-Benzoxazm-6-yl)-N2-[3- 
ethoxyocarbonylmethyleneoxyphenyl]-5-fluoro-2,4- 

5 pyrimidinediamine (R909242) 

In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyriniidinediamine, N4-(l,4-beiizoxazin-6-yl)-N2-chloro-5-fluoro-4-pyriniidineamine 
and 3-ethoxyocarbonylmethyleneoxyaniline were reacted to yield N4-(l,4-benzoxazin-6- 
yl)-N2-(3-ethoxyocarbonylmethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 
10 NMR (CD3OD): 8 □ g(d, IH, J= 4 Hz), 7.15 (m, 4H), 6.84 (m, 2H), 6.62 (m, IH), 4.65 (s, 
2H), 4.15 (m, 4H), 3.28 (m, 2H), 1.19 (t, 3H. J= 7 Hz); LCMS: ret. time 22.6 min.; purity: 
94%; MS (m/e): 439 (MSt). 

7.3.225 N2-(l,4-Benzoxazin-6-yl)-S-fluoro-N4-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine (R909243) 

15 In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 

2,4-pyrimidinediamine, N4-(l ,4-benzoxazin-6-yl)-N2-cUoro-5-fluoro-4-p3dmidiiieamine 
and 3-aminophenol were reacted to yield N4-(l,4-benzoxazin-6-yl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 6 □ □ PCd, IH, J= 4 Hz), 
7.18 (m, 3H), 6.68 (m, 2H), 6.45 (m, 2H), 6.52 (m, IH), 4.22 (m, 2H), 3.31 (m, 2H); 

20 LCMS: ret time: 17.24; purity: 96%; MS (m/e): 354 (MH*). 

7.3.226 N4-(l,4-Benzoxazin-6-yl)-N2-(3,5-dimeflioxyphenyl)-5-flnoro- 
2,4-pyriiiiidinediaiiiine (R90924S) 

In like manner to N4-(3,4-ethylenedioxyplienyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine, N4-(l ,4-benzoxazin-6-yl)-N2-chloro-5-fluoro-4-pyrimidineamine 
25 and 3,5-dimethoxyaniline were reacted to yield N4-(l,4-benzoxazin-6-yl)-N2-(3,5- 

dimethoxyphenyl)-5-fluoro-2,4-pyriniidinedianiine. ^H NMR (DMS0-d6): 6 DiD (d, IH, 
J= 4 Hz), 6.80 (m, 4H), 6.60 (m, IH), 6.05 (m, IH), 4.02 (m, 2H), 3.65 (s, 6H), 3.31 (m, 
2H); LCMS: ret. time: 22.38 min.; purity: 99 %; MS (m/e): 398 (MH^. 

7.3.227 N4-(l,4-Beiizoxaziii-6-yl)-N2-(3-teit-butyIphenyl)-5-fluoro- 
30 2^-pyriiiiidinediamine (S909246) 

In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine,N4-(l,4-benzoxazin-6-yl)-N2-cMoro-5-fluoro-4-pyrinaidineamine 
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and 3-tert-butylanilme were reacted to yieldN4-(l,4-benzoxazin-6-yl)-N2-(3-tert- 
butylphenyl)-5-fluoro-2,4-pyrmudmediaiiune. NMR (DMS0-d6): 5 □ □ (d, IH, J= 4 
Hz), 7.5 (m, IH), 7.4 (m, IH), 7.18 (m, IH), 7.02 (m, IH), 6.80 (m, 2H), 6.60 (m, IH), 4.02 
(m, 2H), 3.31 (m, 2H), 1.2 (s, 9H)j LCMS: ret. time: 26.64. min.; purity: 99 %; MS (m/e): 
5 508 (MH*). 

7.3.228 N4-(l,4-Beiizoxazin-6-yl)-5-fluoro-N2-[4-(2- 

hydroxyethyl)oxyphenyI]-2,4-pyriiiiidiiiediainiae (R909248) 

In like manner to N4-(3,4-eth.ylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine, N4-(l ,4-benzoxaziii-6-yl)-N2-chloro-5-fluoro-4-pyrimidineamine 
1 0 and 4-(2-hydroxyethyl)oxyaniline were reacted to yield N4-(l ,4-benzoxazin-6-yl)-5-fluoro- 
N2-[4-(2-hydroxyethyl)oxyphenyl]-2,4-pyrimidinediamine. ^HNMR (DMS0-d6): 
8 □ □ 0(4 IH, J= 4 Hz), 7.52 (m, IH), 7.4 (m, 3H), 6.90 (m, 2H), 6.68 (m, IH), 4.56 (s, 
2H), 4.02 (m, 2H), 3.75 (m, 2H), 3.31 (m, 4H); LCMS: ret. time: 26.67 min.; purity: 93 %; 
MS(m/e): 399 (Mtf). 

15 7.3.229 N2-(2,3-Daiydrobenzofuraii-5-yl)-5-fluoro-N4-(3- 

hydroxypheiiyQ-2,4-pyriinidmediamme (R909250) 

In like manner, to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine, 2-cliloro-5-fluoro-N4-( 3-hydroxyphenyl)]-4-pyrimidineamine and 
5-amino-2,3-dihydrobenzofuran were reacted to yield N2-(2,3-dihydrobenzofuran-5-yl)-5- 
20 fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. ^HNMR (DMSO-d6): 5 8.09 (d, 

IH), 8.00 (m, IH), 7.82 (m, IH), 7.57 (m, IH), 7.22 (m, IH), 7.08 (m, IH), 6.99 (m, IH), 
6.82 (m, IH), 6.70 (m, IH), 6.42 (m, IH), 4.49 (m, 2H), 3.15 (m, 2H); LCMS: ret time: 
19.39 min.; MS (m/e): 338 (MH^. 

7.3.230 N4-(l,4-Benzoxazin-6-yl)-N2-(3-chloro-4-hydroxy-5- 
25 methylphenyl)-5-fluoro-2,4-pyrimidinediamine (R909255) 

In like manner to N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyrimidinediamine, N4-(l ,4-benzoxazin-6-yl)-N2-cliloro-5-fluoro-4-pyrimidinean3ine 
and 3-chloro-4-hydroxy-5-methylamline were reacted to yield N4-(l,4-benzoxazin-6-yl)- 
N2-(3-cUoro-4-hydroxy-5-methylphenyl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR 
30 (I)MS0-d6): 5 □ □ QCd, IH, J= 4 Hz), 7.25 (m, IH), 7.14 (m, IH), 6.80 (m, 2H), 6.82 (m, 
IH), 4.29 (s, 2H), 3.35 (m, 2H), 2.20 (s, 3H); LCMS: ret. time: 17.05 min.; purity: 99 %; 
MSCm/e): 402 (MH^. 
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7.3.231 5-Fluoro-N2-(2,3-dihydro-2-(methoxycarboiiyl)benzofuraii-5- 
yl)-N4-(4-isopropoxyphenyI)-2,4-pyrimidinediamine 
(R926706) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxypllenyl)-5-fluoro- 
5 N2-(3-hydroxyplienyl)-2,4-pyriniidinediamine, 2-chloro-5-fluoro-N4-(4- 
isopropoxyphenyl)-4-pyriiiudineaiiiine and 5-amino-2,3-dihydro-2- 
(methoxycarbonyl)benzofliran were reacted to yield 5-fluoro-N2-(2,3-diliydro-2- 
(methoxycarbonyl)benzofuran-5-yl)-N4-(4-isopropoxypheayl)-2,4-pyrimidm 
NMR (CDCI3): 5 7.87 (d, IH, J= 3.0 Hz), 7.47-7.42 (m, 3H), 7.12 (dd, IH, J= 2.4 and 8.4 
10 Hz), 6.87 (d, 2H, J= 9.6 Hz), 6.80 (d, IH, J= 8.7 Hz), 6.63 (d, IH, J= 2.4 Hz), 5.21 (dd, IH, 
J= 6.3 and 10.5 Hz), 4.53 (2q, IH, J= 5.7 Hz), 3.80 (s, 3H), 3.52 (dd, IH, J= 10.5 and 15.9 
Hz), 3.35 (dd, IH, J= 6.3 and 15.9 Hz), 1.34 (d, 6H, J= 5.7 Hz); ^'F NMR (CDCI3): - 47664; 
LCMS: ret. time: 23.78 min.; purity: 95 %; MS (m/e): 439 (MSt). 

7.3.232 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[4-[2-(N- 

1 5 moi7)holino)ethyIeneoxy]phenyl]-2,4-pyriniidmediaimne 

(R926699) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyriimdinediamine,2-chloro-N4-(3-hydroxyphenyl)-5-fluoro-4- 
pyrimidineamine and 4-[2-(N-morpholino)ethyleneoxy]aniline were reacted to yield 5- 

20 fluoro-N4-(3-hydroxyphenyl)-N2-[4-[2-(N-morpholino)ethyleneoxy]phenyl]-2,4- 

pyrimidinediamine. ^H NMR (DMS0-d6): 5 9.34 (s, IH), 9.17 (bs, IH), 8.95 (bs, IH), 8.02 
(d, IH, J= 3.3 Hz), 7.53 (d, 2H, J= 9.0 Hz), 7.28-7.23 (m, IH), 7.12-7.04 (m, 2H, 6.79 (d, 
2H, J= 9.0 Hz), 6.47 (dd, IH, J= 1.2 and 5.7 Hz), 4.00 (t, 2H, J= 6.0 Hz), 3.56 (t, 4H, J= 4.5 
Hz), 2.64 (t, 2H, J= 6.0 Hz), 2.44 (t, 4H, J= 4.5 Hz); ^^F NMR (DMS0-d6): - 46715; 

25 LCMS: ret. time: 12.66 min.; purity: 95 %; MS (m/e): 426 (MH^. 

7.3.233 N4-(3,4-EthyIenedioxyphenyl)-5-fluoro-N2-[4-I2-(N- 
morpholino)ethyleneoxy]phenyl]-2,4-pyriiiiidinediaiiiine 
(R926709) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
30 N2-(3-hydroxyphenyl)-2,4-pyTinudinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyrimidineamine and 4-[2-(N-morpholino)e1iiyleneoxy]aniline were reacted to 
yield N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[4-[2-(N- 

morpholino)ethyleneoxy]phenyl]-2,4-pyriniidinediamine. ^H NMR (CD3OD): 5 7.80 (d. 



203 



wo 03/063794 



PCT/US03/03022 



IH, J= 3.6 Hz), 7.72 (bs, IH), 7.62 (bs, IH), 7.41 (d, IH, J= 9.3 Hz), 7.24 (d, IH, J= 5.4 
Hz), 7.05 (dd, IH, J= 2.4 and 8.7 Hz), 6.84 (d, 2H, J= 8.7 Hz), 6.75 (d, IH, J= 9.0 Hz), 4.24 
(bs, 4H), 4.11 (t, 2H, J= 5.4 Hz), 3.74-3.69 (m, 4H), 2.80 (t, 2H, J= 5.4 Hz), 2.62-2.58 (m, 
4H); ^^F NMR (CD3OD): - 47912; LCMS: ret. time: 15.16 min.; purity: 91 %; MS (m/e): 
5 468 (MH*). 

7.3.234 5-Fluoro-N2-(3-hydroxyphenyl)-N4-[4-[2-(N- 
moipholmo)ethyleneoxy]phenyl]-2,4-pyriimdmediainine 
(R926710) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-^luoro- 
10 N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-£Iuoro-N4-[4-[2-(N- 

morpliolino)ethyleneoxy]phenyl]-4-pyrimidineamine and 3-aminophenol were reacted to. 
yield 5-fluoro-N2-(3-hydroxyphenyl)-N4-[4-[2-(N-morpholino)ethyleneoxy]phenyl]-2,4- 
pyrimidinediamine. ^H NMR (CD3OD):. 6 7.84 (d, IH, J= 4.2 Hz), 7.60 (d, IH. J= 9.3 Hz), 
7.09 (t, IH, J= 2.4 Hz), 7.04-6.96 (m, 2H), 6.93 (d, 2H, J= 9.3 Hz), 6.40 (dt, IH, J= 1.8 and 
15 7.5 Hz), 4.15 (t, 2H, J= 5.4 Hz), 3.75-3.70 (m, 4H), 2.81 (t, 2H, J= 5.1 Hz), 2.63-2.59 (m, 
4H); LCMS: ret. time: 14.16 min.; purity: 98 %; MS (m/e): 426 (MH^. 

7.3.235 N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[4-l2-(N- 
morphoIino)ethyIeneoxy]pheiiyl]-2,4-pyriimdmediamine 
(R926711) 

20 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-[4-[2-(N- 
morpholino)ethyleneoxy]phenyl]-4-pyrinudineaniine and 3,4-ethylenedioxyaniline were 
reacted to yield N2-(3,4-ethylenedioxyphenyl)-5-fIuoro-N4-[4-[2-(N- 
morpholino)ethyleneoxy]phenyl]-2,4-pyrimidinediamine. ^H NMR (CD3OD): 6 7.80 (d, 

25 IH, J= 4.2 Hz), 7.56 (d, 2H, J= 8.7 Hz), 7.13 (d, IH, J= 2.4 Hz), 6.91 (d, 2H, J= 9.6 Hz), 

6.86 (dd, IH, J= 2.4 and 9.0 Hz), 6.67 (d, IH, J= 9.0 Hz), 4.23-4.18 (m, 4H), 4.14 (t, 3H, J= 
5.4 Hz), 3.74-3.70 (m, 4H), 2.82 (t, 3H, J= 5.4 Hz), 2.64-2.59 (m, 4H); NMR (CDCI3): - 
47914; LCMS: ret. time: 15.97 min.; purity: 94 %; MS (m/e): 468 (Mit). 

7.3.236 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[4-(tetrahydro- 
30 (lH)-pyrrol-l-ylsulfonyI)phenyl]-2,4-pyrimidinedia]iime 

CR926716) 

Itt a manner similar to the preparation of N4-(3,4-ethylenedioxyplienyl)-5-fluoro- 
N2-(3-liydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
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fluoro-4-pyrimidineaimne and 4-(tetrahydro-(lH)-pytTol-l-ylsiiLfonyl)aniline were reacted 
to yield N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[4-(tetrahydro-(lH)-pyrrol-l- 
ylsulfonyl)phenyl]-2,4-pyrimidinediamine. NMR (DMS0-d6): 5 10.11 (bs, IH), 9.76 
(bs, IH), 8.19 (d, IH, J= 3.9 Hz), 7.82 (d, 2H, J=. 8.7 Hz), 7.62 (d, 2H, J= 8.7 Hz), 7.27 (d, 
5 IH, J= 2.4 Hz), 7.08 (dd, IH, J= 2.4 and 8.7 Hz), 6.85 (d, IH, J= 8.7 Hz), 4.23 (s, 4H), 3.10- 

3.06 (m, 4H), 1.64-1.58 (m, 4H); LCMS: ret time: 22.68 min.; purity: 93 %; MS (m/e): 472 
(M£t). 

7.3.237 N2-[3-[4-(2-Chloro-6-fluorobenzyl)piperazmo]propyI]-N4- 
(3,4-ethyIenedioxyphenyl)-5-fluoro-2,4-pyrimidmediaiiime 
10 (R926717) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyrimidineamine and 3-[4-(2-chloro-6-fluorobenzyl)piperazino]propylamine were 
reacted to yield N2-[3-[4-(2-chloro-6-fIuorobenzyl)piperazino]propyl]-N4-(3,4- 
15 ethylenedioxyphenyl>-5-fliioro-2,4-pyrimidinediamine. 'H NMR (CDCI3): 8 7.79 (d, IH, 
J= 3.0 Hz), 7.37 (d, IH, J= 2.4 Hz), 7.19-7.15 (m, 2H), 7.00-6.93 (m, 2H), 6.81 (d, IH, J= 

8.7 Hz), 6.56 (d, IE, J= 2.7 Hz), 5.48 (bs, IH), 4.27-4.21 (m, 4H), 3.70 (d, 2H, J- 1.8 Hz), 
3.36 (q, 2H, J= 6.3 Hz), 2.68-2.35 (m, lOH), 1.75 (q, 2H, J= 6.3 Hz); '^F NMR (CDCI3): - 
31693, - 48483; LCMS: ret. time: 18.20 min.; purity: 97 %; MS (m/e): 532 (MH^. 

20 7.3.238 N2-(4-rer^Butylphenyl)-5-fluoro-N2-[2,3-dihydro-2- 

(methoxycarbonyl)benzofuran-5-yl]- 2,4-pyrimiduiediamme 
(R926719) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyririiidinediamine, N4-(4-tert-butylphenyl]-2-chloro-5-fluoro- 

25 4-pyrimidineamine and 5-aniino-2,3-dihydro-2-(methoxycarbonyl)benzofuran were reacted 
to yield N2-(4-te/-/-butylphenyl)-5-fluon)-N2-[2,3-dihydro-2-(methoxycarbonyl)benzofuran- 
5-yl]- 2,4-pyrimidinediamine. ^H]SIMR(DMS0-d6): 5 10.16 (bs, IH), 9.84 (bs, IH), 8.16 
(d, IH, J= 5.4 Hz), 7.56 (d, 2H, J= 8.1 Hz), 7.49 (s, IH), 7.35 (d, 2H, J= 8.7 Hz), 7.13 (dd, 
IH, J= 1.8 and 8.7 Hz), 6.78 (d, IH, J= 8.7 Hz), 5.35 (dd, IH, J= 6.6 and 10.5 Hz), 3.52 (dd, 

30 IH, J= 10.5 and 16.5 Hz), 3.20 (dd, IH, J= 6.6 and 16.5 Hz), 1.27 (s, 9H); LCMS: ret. time: 
26.52 min.; purity: 96 %; MS (m/e): 437 (MH^. 
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7.3.239 N4- [(5-Chloro-l-benzothiopheii-3-yl)methyl]-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyriiiiidmediaiiiine 
(R926721) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
5 N2-(3-hydroxyplienyl)-2,4-pyriinidinediamine, 2-chloro-N4-[(5-chloro-l-benzothiophen-3- 
yl)methyl]-5-fluoro-4-pyrimidineaniine and 3,4-ethylenedioxyaniline were reacted to yield 
N4-[(5-cUoro-l-benzolMophen-3-yl)methyl]-N2-(3,4-ethylenedioxyphenyl)-5-fluoro-^ 
pyrimidinediamiQe. ^HNMR (DMS0-d6): 5 8.08 (d, IH, J= 1.8 Hz), 8.02 (d, IH, J= 8.7 
Hz), 7.97 (d, IH, J= 4.8 Hz), 7.63 (s, IH), 7.42 (dd, IH, J= 1.8 and 9.3 Hz), 7.07 (bs, IH), 
10 6.85 (dd, IH, J= 2.4 and 8.7 Hz), 6.56 (d, IH, J= 8.7 Hz), 4.77 (s, IH), 4.75 (s, IH), 4. 14 (s, 
4H); LCMS: ret. time: 25.89 min.; purity: 97 %; MS (m/e): 444 (MH*). 

7.3.240 N4-[(5-Chloro-l-benzothiophen-3-yI)methyl]-5-fliioro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidmediaiiiine(R926722) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
15 N2-(3-hydroxyphenyl)-2,4-pyriniidinediainiiie, 2-chloro-N4-[(5-chloro-l-benzothiophen-3- 
yl)methyl]-5-fluoro-4-pyriimdineamine and 3-aminophenol were reacted to yield N4-[(5- 
chloro-l-benzothiophen-3-yl)methyl]-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. 'H NMR (DMS0-d6): 5 9.47 (bs, IH), 9.33 (bs, IH), 8.78 (bs, 1), 8.11 
(d, IH, J= 2.1 Hz), 8.02 (d, IE, J= J= 8.7 Hz), 7.98 (d, IH, J= 4.5 Hz), 7.69 (s, IH), 7.41 
20 (dd, m, J= 1.8, 8.1 Hz), 7.07 (bs, IH), 6.92 (d, IE, J= 8.4 Hz), 6.82 (t, IH, J= 8.1 Hz), 6.34 
(d, IH, J= 6.9 Hz), 4.80 (s, IH), 4.78 (s, IH); LCMS: ret. time: 23.32 min.; purity: 93 %; 
MS (m/e): 402 (Mrf). 

7.3.241 N4-[2-[(2-Chloro-6-fluorobenzyl)tluo]ethyl]-N2-(3,4- 
ethylenedioxy)-5-fluoro-2,4-pyriiiiidmediaiiime(R926723) 

25 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediaaiine, 2-chloro-N4-[2-[(2-cliloro-6- 
fluorobenzyl)thio]ethyl]-5-fluoro-4-pyrimidineamine and l,4-benzodioxan-6-ainine were 
reacted to yield N4-[2-[(2-chloro-6-flijorobeDzyl)thio]ethyl]-N2-(3,4-ethylenedioxy)-5- 
fluoro-2,4-pyrimidinediamlne. ^H NMR (DMS0-d6): 6. 9.09 (bs, IH), 7.94 (bs, IH), 7.87 

30 (d, IH, J= 4.2 Hz), 7.34-7.30 (m, 2H), 7.24-7.18 (m, 2H), 7.01 (dd, IH, J= 2.4 and 8.7 Hz), 
6.68 (d, IH, J= 8.7 Hz), 4.1 1 (s, 4H), 3.83 (d, 2H, J= 1.2 Hz), 3.63-3.56 (m, 2H), 2.74 (t, 
2H, J=. 7.5 Hz); LCMS: ret time: 25.17 min.; purity: 92 %; MS (m/e): 466 (MH^, 
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7.3.242 N2-(2,3-Dihydro-l,4-benzodioxin-6-ylmethyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyriiiiidmediamme (R9451 68) 

In a maimer analogous to the preparation of 2-chloro-N4-(3,4-ethylenedioxyphenyl)- 
5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidineamme, 2-chloro-5-fluorD-N4-(3- 
5 hydroxyphenyl)-4-pyTirnidineaniine and 2,3-ditiydro-l,4-beazodioxm-6-yhnethylamine 
gaveN2-(2,3-dihydro-l,4-benzodioxin-6-ylmethyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. iHNMR (CDCI3) 6 4.24 (s, 4 H), 4.45 (d, J= 6.0 Hz, 2 H), 6.55 (ddd, 
J= 0.9, 2.4 and 8.4 Hz, 1 H), 6.66 (d, 1 H), 6.84 (m, 4 H), 6.90 (m, 1 H), 7.14 (t, J= 8.1 Hz, 
1 H), 7.30 (m, 1 H), 7.86 (d, J= 3.3 Hz, 1 H); i^F NMR (282 MHz, CDCI3) 5 -170.44; 
10 LCMS: ret. time: 18.33 min.; purity: 96.75%; MS (m/e): 369.03 (MH^. 

7.3.243 N4-[2-[(2-ChIoro-6-fluorobenzyl)thio]etIiyl]-5-fluoro-N2-(3- 
hydroxyphenyI)-2,4-pyriimdinediaiiiine ^1926724) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinedianiine, 2-chloro-N4-[2-[(2-chloro-6- 

1 5 fluorobenzyl)tMo]ethyl]-5-fluoro-4-pyrimidineamine and 3-aminophenol were reacted to 
yield N4-[2-[(2-chloro-6-fluorobenzyl)thio]ethyl]-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. ^H NMR. (methyl sulfoxide-de): S 9.76 (bs, IH), 9.42 (bs, IH), 8.70 
(bs, IH), 8.02 (d, IH, J= 5.1 Hz), 7.33-7.30 (m, 2H), 7.24-7.18 (m, IH), 7.08-6.96 (m, 2H), 
6.42 (d, IH, J= 4.6 Hz), 3.82 (d, 2H, J= 1.2 Hz), 3.68-3.61 (m, 2H), 2.77 (t, 2H, J= 7.2 Hz); 

20 LCMS: ret. time: 23.00 min.; purity: 93 %; MS (m/e): 424 (MH^. 

7.3.244 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(3-phenyI-5- 
methyUsoxazol-4-yl)-2,4-pyriiiiidmediaiiime(R926743) 

In a maimer similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-bydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
25 fluoro-4-pyriniidineanune and 5-methyl-3-phenyl-4-isoxazolamine were reacted to yield 
N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3-phenyl-5-methylisoxazol-4-yl)-2,4- 
pyrimidinediamine. LCMS: ret. time: 20.90 min.; purity: 96 %; MS (m/e): 420 (MH^. 

7.3.245 N4-(3,4-£thylenedioxyphenyI)-5-fluoro-N2-(3,5- 
dimethyUsoxazol-4-y]0-2,4-pyriimdinediamine(R926744) 

30 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyriniidineamiae and 3,5-dimethyl-4-isoxazolamine were reacted to yield N4-(3,4- 
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efliylenedioxypheayl)-5-fluoro-N2-(3,5-dime1iiyUsoxazol-4-yl)-2,4-pyrim 
LCMS: ret. time: 18.89 min.; purity: 98 %; MS (m/e): 358 (b/St). 

7.3.246 N2-[2-(Ethoxycarbonylmethylenethio)pyridm-5-yl]-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediaiiiiiie 

5 (R926727) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3 -hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3 ,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyrimidineamine and 5-amino-2-(ethoxycarbonylmethylenethio)pyridine were 
reacted to yield N2-[2-(ethoxycarbonylmethylenethio)p)aidin-5-yl]-N4-(3,4- 
10 ethylenedioxypheayl)-5-fluoro-2,4-pyrimidinediamine. NMR (DMS0-d6): 5 9.30 (s, 
IH), 9.22 (s, IH), 8.62 (d, IH, J= 2.4 Hz), 8.06-8.01 (m, 2H), 7.25 (d, IH, J= 2.4 Hz), 7.18- 
7.14 (m, 2H), 6.80 (d, IH, J= 6.0 Hz), 4.22 (bs, 4H), 4.07 (q, 2H, J= 6.9 Hz), 3.95 (s, 2H), 
1.14 (t, 3H, J= 6.9 Hz); LCMS: ret. time: 21.60 min.; purity: 97 %; MS (m/e): 458(MH^. 

7.3.247 N2-[2-(Ethoxycarbonylmethyleneoxy)pyridin-5-yl]-N4-(3,4- 
1 5 ethylenedioxyphenyI)-5-fluoro-2,4-pyrimiduiedianiine 

(R926740) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethyIenedioxyphenyl)-5- 
fluoro-4-pyrimidineamine and 5-amino-2-(ethoxycarbonylmethyleneoxy)pyridine were 
20 reacted to yield N2-[2-(ethoxycarbonylmethyleneoxy)pyridin-5-yl]-N4-(3,4- 

ethylenedioxypheayl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (I)MS0-d6): 8 9.54 (bs, 
IH), 9.14 (bs, IH), 8.05 (s, IH), 7.88 (d, IH, J= 2.4 Hz), 7.54 (dd, IH, J= 2.7 and 10.2 Hz), 
7.22 (d, IH, J= 1.8. Hz), 7.10 (dd, IH, J= 1.8 and 8.7 Hz), 6.75 (d, IH, J= 9.0 Hz), 6.40 (d, 
IH, J= 9.9Hz), 4.55 (s, 2H), 4.20 (bs, 4H), 4.10 (q, 2H, J= 7.2 Hz), 1.18 (t, 2H, J= 7.2 Hz). 

25 7.3.248 5-Bromo-N2-(3,4-etliylenedioxyphenyl)-N4-(3- 

hydroxyphenyl)-2y4-pyrimidinediamme (R925797) 

In a mamier similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 5-bromo-2-chloro-N4-(3-hydroxyphenyl)-4- 
pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to yield 5-bromo-N2-(3,4- 
30 ethylenedioxyphenyl)-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. ^H NMR (CDCI3): 5 
9.33 (s, IE), 9.06 (s, IH), 8.34 (s, IH), 8.14 (s, IH), 7.13-7.06-(m, 4H), 6.94 (bs, IH), 6.61 
(d, IH, J= 8.7 Hz), 6.54-6.50 (m, IH), 4.17-4.13 (m, 4H); LCMS: ret. time: 20.01 mm.; 
purity: 93 %; MS (m/e): 416 (Mit). 
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7.3.249 N2-Allyl-5-bromo-N4-(3-hydroxypheiiyl)-2,4- 
pyrimidinedianime (R925822) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyplienyl)-2,4-pyrimidinediamine, 5-bromo-2-chloro-N4-(3-hydroxyphenyl)-4- 
5 pyrimidineamine and allylamiae were reacted to yield N2-allyl-5-bromo-N4-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine. ^HNMR (CD3OD): 5 8.08 (s, IH), 7.21 (t, IH, J= 
8.1 Hz), 7.02-6.97 (m, 2H), 6.71 (dd, IH, J- 2.4 and 8.7 Hz), 5.91-5.77 (m, IH), 5.19-5.09 
(m, 2H), 3.94-3.89 (m, 2H); LCMS: ret. time: 18.33 min.; purity: 99 %; MS (m/e): 322 
(MH+). 

10 7.3.250 5-Cyano-N2-(3,4-ethylenedioxyphenyl)-N4- 

(meflioxycarbonylbeiizyl)-2^-pyriiiudmediamme(R925820) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-5-cyano-N4-( 
methoxycarbonylbenzyl)-4-pyrimidineamine and 3,4-ethylenedioxyamline were reacted to 
15 yield 5-cyano-N2-(3,4-ethylenedioxyphenyl)-N4-(methoxycarbonylbenzyl)-2,4- 

pyrimidinediamine. ^H NMR (CDCI3): 5 8.23 (s, IH), 7.41-7.32 (m, 5H), 7.01 (d, IH, J= 
3.0 Hz), 6.86-6.71 (m, 3H), 6.54 (bs, IH), 5.48 (d, IH, J= 6.3 Hz), 4.31 (bs, 4H), 3.68 (s, 
3H); LCMS: ret. time: 25.53 min.; piuity: 97 %; MS (m/e): 418 (MH*). 

7.3.251 (R935172): N4-[4-lEthoxycarbonyl(dimethyl)methyI]phenyl]- 
20 N2-(3,4-ethylenedioxypheiiyl)-5-fluoro-2,4-pyrimidiitediaimne 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-[4-[ethoxycaTbonyl(dimefhyl 
)methyl]phenyl]-5-£luoro-4-pyrimidineamine and 3,4-ethylenedioxyaniline were reacted to 
produce N4-[4-[ethoxycarbonyl(dimethyl)methyl]phenyl]-N2-(3,4-ethylenedioxyphenyl)-5- 
25 fluoro-2,4-pyrimidinediamine. ^H NMR (DMSO-de): 6 9.31 (s, IH), 8.97 (s, IH), 8.03 (d, 
IH, J = 3.5 Hz), 7.70 (d, 2H, J =. 8.8 Hz), 7.29 (d, IH, J = 2.3 Hz), 7.23 (d, 2H, J = 8.8 Hz), 
6.98 (dd, IH, J = 2.1 and 8.8 Hz), 6.66 (d, IH, J = 8.2 Hz), 4.19-4.15 (m, 4H), 4.07 (qt, 2H, 
J = 7.0 Hz), 1.48 (s, 6H), 1.10 (t, 3H, J = 7.0 Hz). LCMS: ret. time: 24.51 min.; purity: 
100%; MS (/M/e): 453 (MH^. 
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7.3.252 (R935173): N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[4-(2- 
hydroxy-l,l-dimethylethyl)phenyl]-2,4-pyrinudmediamine 

In like manner to the preparation of N2-(3,4-ethylenedioxyphenyl)-5-fluoro-N4- 
[4(2-hydroxy- 1 , 1 -dimethyletiiyl)plienyl]-pyrimidine-2,4-diamine, N4- [4- 
5 [ethoxycarbonyl(diniethyl)methyl]phenyl]-N2-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine was reduced with DIBALH to give N2-(3,4-ethylenedioxyphenyl)-5- 
fluoro-N4-[4-(2-hydroxy-14-dirnethylethyl)phenyl]-2,4-pyrimidinediamine. NMR 
(DMSO-de): 5 9.23 (s, IH), 8.94 (s, IH), 8.01 (d, IH, J = 3.5 Hz), 7.63 (d, 2H, J = 8.8 Hz), 
7.31-7.27 (m, 3H), 6.98 (dd, IH, J= 2.9 and 8.8 Hz), 6.65 (d, IH, J = 8.8 Hz), 4.65 (t, IH, J 
10 = 5.3 Hz), 4.17-4.16 (m, 4H), 3.39 (d, 2H, J = 5.2 Hz), 1.20 (s, 6H). 8.9 Hz), LCMS: ret. 
time: 19.52 min.; purity: 100%; MS {ni/e): 411 (MH"). 

7.3.253 R93S182: 5-Fluoro-N2-[4- 
(methoxycarbonylmethyleneoxy)phenyl]-N4-(3,4- 
propyIenedioxyphenyl)-2,4-pyriimdmediaimne 

15 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3,4-propylenedioxyphenyl)- 

4- pyrinudineamine and 4-(methoxycarbonylmethyleneoxy)aniline were reacted to produce 

5- fluoro-N2-[4-(methoxycarbonylmethyleneoxy)phenyl]-N4-(3,4-propylenedioxyphenyl)- 
2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 6 9.16 (s, IH), 9.01 (s, IH), 8.10 (d, IH, J= 

20 4.1 Hz), 7.51 (d, 2H, J= 8.8 Hz), 7.37 (d, IH, J= 2.9 Hz), 7.32 (dd, IH, J= 2.9 and 8.8 Hz), 
6.98 (d, IH, J= 8.3 Hz), 6.80 (d, 2H, J= 8.3 Hz), 4.70 (s, 2H), 4.12-4.05 (app qt, 4H, J= 5.3 
Hz), 3.68 (s, 3H), 2.07 (q, 2H, J= 5.3 Hz); LCMS: ret. time: 20.51 min.; purity: 97%; MS 
(m/e): 441 (MH^. 

7.3.254 R935185: 5-Fluoro-N2-[3- 

25 (methoxycarbonyImethyleneoxy)phenyl]-N4-(3,4- 

propylenedioxyphenyQ-2,4-pyriiiiidinediamme 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3,4-propylenedioxyphenyl)- 
4-pyrimidineamiiie and 3-(methoxycarbonylmethyleneoxy)aniline were reacted to produce 
30 5-fluoro-N2-[3-(methoxycarbonyhnethyleneoxy)phenyl]-N4-(3,4-propylenedioxyphenyl)- 
2,4-pyrimidinediamine. ^HNMR (DMSO-d6): 5 9.22 (s, IH), 9.18 (s, IH), 8.07 (d, IH, J= 
3.5 Hz), 7.41-7.35 (m, 2H), 7.32-7.28 (m, 2H), 7.09 (t, IH, J= 8.2 Hz), 6.90 (d, IH, J= 8.2 
Hz), 6.43 (dd, IH, J= 2.3 and 8.8 Hz), 4.65 (s, 2H), 4.1 1-4.04 (app q, 4H, J= 5.3 Hz), 3.67 
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(s, 3H), 2.06 (q, 2H, J= 5.3 Hz); LCMS: ret. time: 20.57 min.; purity: 97%; MS (/w/e): 441 

7.3.255 R935187: N4-[3-(l-Bis(ethoxycarbonyl)ethoxy)phenyl]-5- 
flnoro-N2-[4-isopropoxyphenyl)-2,4-pyriimdinedianime 

5 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamdne, 2-chloro-5-fluoro-N-(4-isopropoxypheiiyl)-4- 
pyrimidineamine and 3-[l-bis(ethoxyx;arbonyl)ethoxy]aniline were reacted to provide N4- 
[3-(l-bis(ethyloxycarbonyl)ethoxy)phenyl]-5-fluoro-N2-[4-isopropoxyphenyl)-2,4- 
pyrimidinediamine. NMR (DMS0-d6): 5 10.08 (s, IH), 9.98 (s, IH), 8.19 (d, IH, J= 4.7 
10 Hz), 7.55 (d, 2H, J= 8.8 Hz), 7.25 (d, IH, J= 8.8 Hz), 7.15 (d IH, J= 8.3 Hz), 7.13 (d, IH, 
J= 8.3 Hz), 6.91 (d, 2H, J= 8.8 Hz), 6.51 (dd, IH, J= 1.7 and 8.3 Hz), 4.56 (q, IH, J= 5.8 
Hz), 4.19 (qt, 4H, J= 7.0 Hz), 1.61 (s, 3H), 1.23 (d, 6H, J= 5.8 Hz), 1.14 (t, 6H, J= 7.0 Hz); 
LCMS: ret. time: 15.23 min.; purity: 94%; MS {m/e): 527 (MH^. 

7.3.256 R935190: N4-(3^-Ethylenedioxyphenyl)-5-fluoro -N2- 
15 (indazolm-6-yl) - 2,4-pyriiiiidmediamine. 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N-(3,4-ethylenedioxyphenyl)-5-fIuoro-4- 
pyrimidineamine and 6-aminoindazole were reacted to produce N4-(3 ,4- 
ethylenedioxyphenyl)-5-fluoro -N2-(indazolin-6-yl)-2,4-pyrimidinediamine. 'H NMR 
20 (DMS0-d6): 6 9.69 (s, IH), 9.62 (s, IH), 8.14 (d, IH, J= 4.7 Hz), 7.93 (s, IH), 7.92 (s, IH), 
7.60 (d, IH, J= 8.8 Hz), 7.33-7.31 (m IH), 7.24 (dd, 2H, J= 1.7 and 8.8 Hz), 6.79 (d, J= 8.8 
Hz), 4.20 (s, 4H); LCMS: ret. time: 17.66 min.; purity: 99%; MS (m/e): 379 (MH^ 

7.3.257 R935191: 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(indazoIm-6- 
yl)-2^-pyrimidinediainine 

25 In like manner to the preparation of N4-(3 ,4-ethylenedioxyphenyl)-5-fluoro-N2-(3 - 

hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-(3-hydroxyphenyl)-4- 
pyrimidineamiae and 5-amiaohidazole were reacted to, give 5-fluoro N4-(3- 
hydroxyphenyl)-N2-(indazolin-6-yl)-2,4-pyrimidinediamine. ^H NMR (DMSO-d6): 8 9.74 
(s, IH), 9.66 (s, IH), 8.18 (d, IH, J= 4.1 Hz), 7.95 (s, IH), 7.93. (s, IH), 7.59 (d, IH, J= 8.8 

30 Hz), 7.33-7.26 (m, 2H), 7. 12-7.07 (m, 2H), 6.52 (dd, IH, J= 2.3 and 8.2 Hz); LCMS: ret. 
time: 15.27 min.; purity: 99%; MS {m/e): 337 (MH*) 
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7.3.258 R935193: N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(l- 
methyl-mdazolme-5-yl)-2,4-pyrimidmediaimne 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-(3,4-ethylenedioxyphenyl)-4- 
5 pyriniidineanmne and l-methyl-S-aminoindazole were reacted to give N4-(3,4- 

ethylenedioxyphenyl)-5-fliM)ro-N2-(l-inethyl-indazoline-5-yl)-2,4-pyrirmdinediamine. 
NMR (DMS0-d6): 8 10.42 (s, 2H), 8.25 (d, IH, J= 5.2 Hz), 7.92 (s, IH), 7.86 (app s, IH), 
7.61 (d, IH, J= 8.8 Hz), 7.38 (dd, IH, J= 2.3 and 9.3Hz), 7.21 (d, IH, J= 2.3 Hz), 7.09 (dd, 
IH, J= 2.3 and 8.8 Hz). 6.79 (d, IH, J= 8.8 Hz), 4.20 (s, 4H), 4.02 (s, 3H); LCMS: ret. time: 
10 19.09 min.; purity: 99%; MS (m/e): 393 (MH^). 

7.3.259 R935194: 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(l-methy- 
indazoline-5-yl)-2,4-pyriinidinediaiiiine 

In like manner to. the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluQro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-(3-hydroxyphenyl)-4- 

1 5 pyrimidineaniine was reacted with 1 -methyl-5-aminoindazole to produce 5-fluoro-N4-(3- 
hydroxyphenyl)-N2-(l -methy-indazoline-5-yl)-2,4-pyrimidinediamine. ^H NMR (DMSO- 
d6): 5 10.56 (s, IH), 10.49 (s, IH), 8.29 (d, IH, J= 5.2 Hz), 7.98 (d, IH, J= 1.7 Hz), 7.92 (s, 
IH), 7.59 (d, IH, J= 8.8 Hz), 7.36 (dd, IH, J= 1.7 and 8.8 Hz), 7.10 (br m, 3H), 6.66 (td, 
IH, J= 1.7 and 7.0 Hz), 4.01 (s, 3H). LCMS: ret. time:. 16.62 min.; purity: 98%; MS (m/e): 

20 351 (MH^. 

7.3.260 R935197: 5-Fluoro-N2-(indazoIine-5-yl)-N4-(4- 
isopropoxyphenyl)-2,4-pyrimidinediamine: 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyd^oxyphenyl)-2,4-pyrimidinediamine,2-chloro-5-fluo^o-N-(4-isopropoxyphenyl)-4- 

25 pyrimidineamine was reacted with 5-amuioindazoline to produce 5-fluoro-N2-(indazoline- 
5-yl)-N4-(4-isopTopoxyphenyl)-2,4-pyrimidinediamine. . 'HNMR (DMS0-d6): 5 9.96 (s, 
IH), 9.76 (s, IH), 8.12 (d, IH, J=. 4.6 Hz), 7.94 (s, IH), 7.92 (s, IH), 7.53 (d, 2H, J= 9.8 
Hz), 7.46 (d, IH, J= 8.8 Hz), 7.34 (dd, IH, J= 1.7 and 9.8 Hz), 6.83 (d, 2H, J= 9.8 Hz), 4.55 
(q, IH, J= 5.8 Hz), 1.24 (d, 6H, J= 5.8 Hz). LCMS: ret. time: 18.96 min.; purity: 100%; MS 

30 (m/e): 379 (MH^. 
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7.3.261 R935198: N4-(3,4-EthylenedioxyphenyI)-5-fluoro-N2- 
(mdazoline-5-yI)-2,4-pyriiiudmediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-(3,4-ethyIenedioxyphenyl)-4- 
5 pyrimidineamime and 5-aminoindazole were reacted to give N4-(3,4-ethylenedioxyplienyl)- 
5-fluoro-N2-(indazoline-5-yl)-2,4-pyrimidinediamine. ^HNMR (DMS0-d6): 8 9.91 (s, 
IH), 9.82 (s, IH), 8.13 (d, IH, J= 4.6 Hz), 7,94 (app s, 2H), 7.47 (d, IH, J= 8.8 Hz), 7,36 
(dd, IH, J= 1.7 and 8.8 Hz), 7.23 (d, IH, J= 2.3 Hz), 7.13(dd, IH, J= 2.3 and 8.8 Hz), 6.76 
(d, IH, J= 8.8 Hz), 4.20 (s, 4H); LCMS: ret. time: 16.17 min.; purity: 99%; MS (nz/e): 379 
10 (MET). 

7.3.262 R935199: 5-FIuoro-N4-(3-hydroxyphenyl)-N2-(mdazolme-5- 
yl)-2,4-pyriiiiidinediaimne 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-(3-hydroxyphenyl)-4- 

15 pyrimidineamime and 5-aminoiiidazole were reacted to give 5-fluoro-N4-(3- 

hydroxyphenyl)-N2-(indazoline-5-yl)-2,4-pyrimidinediamine. 'h NMR (DMS0-d6): 5 9.78 
(s, IH), 9.68 (s, IH). 9.49 (br s, IH), 8.13 (d, IH, J= 4.6 Hz), 8.06 (s, IH), 7.93 (s, IH), 7.50 
(d, IH, J= 8.8 Hz), 7.38 (dd, IH, J= 1.7 and 8.8 Hz), 7.17 (d, IH, J= 8.2 Hz), 7.1 1-7.06 (m, 
2H), 6.57 (dd, IH, J= 1.1 and 8.2 Hz). LCMS:. ret. time: 13.79 min.; purity: 96%; MS 

20 (m/e): 337 (Mtf). 

7.3.263 R935203: 5-Fluoro-N2-(4-isopropoxyphenyl)-N4-(l-methyl- 
mdazoline-5-yl)-2,4-pyrimidmedianiine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriniidinediainine, 2-chloro-5-flu6ro-N-(l-methyl-indazoline-5-yl)-4- 

25 pyrimidineamine and 4-isopropoxyaniline were reacted to produce 5-fluoro-N2-(4- 
isopropoxyphenyl)-N4-(l-methyl-indazoline-5-yl)-2,4-pyrimidinediamine. 'H NMR 
(DMS0-d6): 5 10.57 (s, IH), 10.12 (s, IH), 8.24 (d, IH, J= 5.3 Hz), 8.04 (s, IH), 7.95 (s, 
IH), 7.63 (d, IH, J= 9.3 Hz), 7.55 (dd, IH, J= 1.7 and 8.8 Hz), 7.30 (d, 2H, J= 9.4 Hz), 6.82 
(d, 2H, J= 8.8 Hz), 4.53 (q, IH, J= 6.4 Hz), 4.02 (s, 3H), 1.22 (d, 6H, J= 6.4 Hz). LCMS: 

30 ret. time: 20.56 min.; purity: 99%; MS (m/e): 393 (MH^). 
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7.3.264 R935204: 5-Fluoro-N2-(3-hydroxyphenyl)-N4-(l-methyl- 
indazoIme-5-yl)-2,4-pyriimdiiiediamme 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyd^oxyphenyl)-2,4-pyriImdinediamine, 2-cWoro-5-fluoro-N-(l-methyl-indazoline-5-yl)-4- 
5 pyrimidineatniae and 3-aimnophenol were reacted to produce 5-fluoro-N2-(3- 

hydroxypheQyl)-N4-(l-meljb^yl-indazx)line-5-yl)-2,4-pyrimidinediamine.. LCMS: ret. time: 
15.55 min.; purity: 98%; MS {m/e): 351 (MH*). 

7.3.265 R935207: N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3-(2- 
methoxycarbonyl-fur-4-yl)methyleneoxyphenyl]-2,4- 

10 pyrimidinediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinedianiine, 2-chloro-N-(3,4-ethylenedioxyphenyl)-5-fluoro-4- 
pyrimidineamine was reacted with 4-(4-aminophenoxymethyl)-2-methoxycarbonyl-furan to 
giveN4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3-(2-methoxycarbanyI-fur-4- 
1 5 yl)methyleneoxyphenyl]-2,4-pyrimidinedianmie. NMR (DMS0-d6): 8 9.48 (s, IH), 9.41 
(s, IH), 8.08 (d, IH, J= 3.4 Hz), 7.37-7.1Q (m, 6H), 6.74 (d, 2H, J= 8.2 Hz), 6.61 (d, IH, J= 
8.2 Hz), 5.00 (s, 2H), 4.19 (br s, 4H), 3.79 (s, 3H). LCMS: ret time: 22.85 min.; purity: 
97%; MS {m/e)\ 493 (MH^. 

7.3.266 R935208: N4-(3,4-ethylenedioxyphenyI)-5-fluoro-N2-[l- 
20 (methoxycarbonyl)methyl-indazolme-6-yl]-2)4- 

pyrimidinediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-5-fluoro-N-(3,4-ethylenedioxyphenyl)-4- 
pyrimidineamine was reacted with 6-amino-l-(methoxycarbonyl)methyl-indazoline to 
25 produce N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[l-(mefhoxycarbonyl)mefhyl- 

indazoline-6-yl]-2,4-pyrimidinediamine. *HNMR(DMSO-d6): 8 9.39 (s, IH), 9.19 (s, IH), 

8.08 (d, IH, J= 3.5 Hz), 7.95 (s, IH), 7.91 (s, IH), 7.56 (d, IH, J= 8.2 Hz), 7.32 (d, 2H, J= 

8.9 Hz), 7.22 (dd, IH, J= 2.9 and 8.2 Hz), 6.78 (d, IH, J= 8.8 Hz), 5.06 (s, 2H), 4.21 (s, 4H), 
3.61 (s, 3H). LCMS: ret. time: 19.39 min.; purity: 93%; MS (m/e): 451 (MH^. 
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7.3.267 R935209: 5-Fluoro-N2-I4- 
(methoxycarbonylmethyleneoxy)phenyl]-N4-(l-methyl- 
indazolme-5-yI)-2,4-pyriimdmediainine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
5 hydroxyphenyl)-2,4-pyrimidinediamine, 2-chioro-5-fluoro-N-(l-methyl-indazoline-5-yl)-4- 
pyrimidineamine and 4-(methoxycarbonylmethyleneoxy)aniline were reacted to provide 5- 
fluoro-N2-[4-(methoxycarbonylme1iiyleaeoxy)phenyl]-N4-(l-methyl-indazoline-5-yl)-2,^^ 
pyrimidinediamine. NMR (DMSO-d6): 5 9.31 (s, IH), 8.99 (s, IH), 8.17 (s, IH), 8.02 (d, 
IH, J= 3.5 Hz), 7.92 (s, IH), 7.59 (s, 2H), 7.50 (d, 2H, J= 8.8 Hz), 6.73 (d, 2H, J= 8.8 Hz), 
10 4.69 (s, 2H), 4.03 (s, 3H), 3.68 (s, 3H). LCMS: ret. time: 17.60 min.; purity: 99%; MS 
(m/e): 423 (MH^. ■ 

7.3.268 R935214: 5-Fluoro-N2-(3,5-diinethoxyphenyl)-N4-(l-methyl- 
mdazoIine-5-yI)-2,4-pyrmiidinediaimne. 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
1 5 hydroxyphenyl)-2,4-pyriniidinediamine, 2-chloro-5-fluoro-N-(l -inethyl-indazoline-5-yl)-4- 
pyrimidineamine and 3,5-dimethoxyamline were reacted to produce 5-fluoro-N2-(3,5- 
dimethoxyphenyl)-N4-(l-methyl-indazoline-5-yl)-2,4-pyriimdinediarmne. 'HNMR 

(DMSO-d6): 8 9.34 (s, IH), 9.09 (s, IH), 8.20 (d, IH, J= 5.3 Hz), 8.07 (d, IH, J= 3.5 Hz), 
7.90 (s, IH), 7.63-7.55 (m, 2H), 6.89 (d, 2H, J= 1.7 Hz), 6.02 (t, IH, J= 2.3 Hz), 4.02 (s, 
20 3H), 3.54 (s, 6H). LCMS: ret. time: 18.81 min.; purity: 97%; MS (m/e): 395 (MH")- 

7.3.269 R935215: 5-Fluoro-N4-(3-Iiydroxyphenyl)-N2-[l- 
(methoxycarbonyl)methyl-indazoline-6-yl]-2,4- 
pyrimidinediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
25 hydroxyphenyl)-2,4-pyriniidinediamine, 2-chloro-5-fluoro-N-(3-hydroxyphenyl)-4- 
pyrimidineamine was reacted with 6-aimno-l-(methoxycarbonyl)methyl-indazoline to 
produce 5-fluoro-N4-(3-hydroxyphenyl)-N2-[l-(methoxycarbonyl)methyl-indazoline-6-yl]- 
2,4-pyrimidinediamine. LCMS: ret. time: 16.08 min.; purity: 90%; MS (m/e):. 408 (Mit). 

7.3.270 R935218: 5-Fluoro-N2-(4-isopropoxyphenyl)-N4-[l- 
30 (methoxycarbonyI)methyl-indazoline-6-yl]-2,4- 

pyriinidinediamine 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinedianiine,2-chloro-5-fluoro-N-[l-(metiioxycaibonyl)metiiyl- 
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indazo]ine-6-yl]-4-pyriinidineamine was reacted with 4-isopropoxyaniline to provide 5- 
fluoro-N2-(4-isopropoxyphenyl)-N4-[l-(methoxycarbonyl)inethyl-indazoline-6-yl]-2,4- 
pyrimidinediamine. NMR (DMS0-d6): 6 9.47 (s, IH), 8.99 (s, IH), 8.10 (s, IH), 8.07 (d, 
IH, J= 4.1 Hz), 8.02 (s, IH), 7.68 (d, IH, J= 8.8 Hz), 7.50-7.46 (m, 3H), 6.74 (d, 2H, 8.8 
5 Hz), 5.26 (s, 2H), 4.47 (q, IH, J= 5.8 Hz), 3.62 (s, 3H), 1.21 (d, 6H, J= 5.8 Hz). LCMS: ret. 
time: 21.76 min.; purity: 97%; MS {jn/e): 451 (MH^. 

7.3.271 R935219: N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[l- 
(methoxycarbonyl)metliyl-iiidazoline-6-yl]-2,4- 
pyrimiditiediamine 

10 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N-[ 1 -(methoxycarbonyl)methyl- 
indazoline-6-yl]-4-pyrmiidineamine was reacted with 3,4-ethylenedioxyaniline to provide 
N2-(3,4-ethylenedioxyphenyl)-5-fluoro-N4-[l-(methoxycarbonyl)methyl-indazoline-6-yy 
2,4-pyrimidinediamine. 'HNMR(DMSO-d6): 5 9.48 (s, IH), 9.01 (s, IH), 8.10 (s, IH), 

15 8.09 (d, IE, J= 3.5 Hz), 8.01 (s, IH), 7.68 (d, IH, J= 8.8 Hz), 7.48-7.43 (m, IH), 7.29 (d, 
IH, J= 2.3 Hz), 6.99 (d, IH, J= 2.3 and 8.2 Hz), 6.67 (dd, IH, J= 2.3 and 8.8 Hz), 5.27 (s, 
2H), 4.15 (s, 4H), 3.62 (s, 3H). LCMS: ret. time: 18.99 min.; purity: 93%; MS (w/e): 451 
(MH"^. 

7.3.272 R935220: 5-Fluoro-N2-(3-hydroxypheiiyI)-N4-[l- 
20 (inethoxycarbonyl)methyl-mdazoline-6-yl]-2,4- 

pyrimidinediainme. 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriinidinediamine,2-chloro-5-fluoro-N-[l-(methoxycarbonyl)methyl- 
indazoline-6-yl]-4-pyrinudineamine was reacted with 3-aminophenol to provide 5-fluoro- 

25 N2-(3-hydroxyphenyl)-N4-[ 1 -(methoxycarbonyl)methyl-indazoline-6-yl]-2,4- 

pyrimidinediamine. ^HNMR (DMS0-d6): 5 9.51 (s, IH), 9.19 (s, IH), 9.10( s, IH), 8.21 
(s, IH), 8.12 (d, IH, J= 3.5 Hz), 8.02 (s, IH), 7.68 (d, IH, J= 8.8 Hz), 7.49-7.45 (m IH), 
7.16 (s, IH), 7.09 (d, IH, J= 7.6 Hz), 6.95 (app t, IH, J= 7.6 and 8.2 Hz), 6.31 (dd, IH, J= 
1.7 and 7.6 Hz), 5.29 (s, 2H), 3.62 (s, 3H).,. LCMS: ret. time: 16.16 min.; purity: 97%; MS 

30 (/w/e):409(MH^. 
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7.3.273 N4-(3,4-Ethylenedioxyphenyl)-N2-(3-furanylmetIiyleiie)-5- 
fluoro-2,4-pyriiiiidinediaiiiiiie (R950203) 

In like manner to Hie preparation of N4-(3-anadnoplienyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyrinaidinedianiine, 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineaamie and 3-aminomethylenefurane were 
reacted to give N4-(3,4-ethylenedioxyphenyl)-N2-(3-furanylmethylene)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 19.99 min.; purity: 88.4%; MS (m/e): 343.07 (MH^. 

7.3.274 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[(4- 
methoxyphenyIoxy)etiiyl]-2,4-pyrimidmediamine(R950204) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyrraiidinedianiine, 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine and 2-(4-methoxyphenyloxy)ethyl amine 
were reacted to give N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[(4- 
methoxyphenyloxy)ethyl]-2,4-pyriinidinediamine. LCMS: ret. time: 22.74 min.; purity: 
91.9%; MS (m/e): 413.05 (MH""). 

7.3.275 N2-[2,3-Dihydrobenzo[b]furan-5-ylmethyll-N4-(3,4- 
etIiylenedioxyphenyl)-5-fluoro-2,4-pyrimidmediaiiime 
(R950205) 

In like manner, to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofinBne-5-yl]-5-fluoro-2,4-pyrinMdinediamine, 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineaniine and 2,3-dihydrobenzo[b]furan-5- 
ylmethylamine were reacted to give N2-[2,3-dihydrobenzo[b]furaii-5-ylmethyl]-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyriniidinediamine. LCMS: ret. time: 21.43nain.; 
purity: 97.5%; MS (m/e): 395.05 (Mtt). 

7.3.276 N2-(2,3-Dihydro-l,4-benzodioxin-2-ylmethyl)-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyriMdiaediainine 
(R950206) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyrinudinedianiine, 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine and 2,3-dihydro-l,4-benzodioxin-2- 
ykoethylamine were reacted to give N2-(2,3-dihydro-l,4-benzodioxin-2-ylmethyl)-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 22.49 min.; purity: 
87.6%; MS (m/e): 411.01 (Mit). 
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7.3.277 N4-(3,4-Ethylenedioxyphenyl)-5-nuoro-N2- [2-(inethylthio)- 
l,3-benzothiaz-6-yl]-2,4-pyriinidmediaiiime (R950201) 

In like manner to the preparation of N4-(3-aniinophenyl)-N2-[2-(me11ioxycarbonyl)- 
benzofiirane-5-yl]-5-fluoro-2,4-p5rarddinediamine, 2-chloro-N4-(3,4- 
5 ethylenedioxyphenyl)-5-fluoro-4-pyriimdineamine and 2-(methylfhio)-l,3-benzothiazol-6- 
amine were reacted to give N4-(3,4-eth.ylenediox3^1ienyl)-5-fluoro-N2-[2-(methylthio)-l,3- 
benzotUaz-6-yl]-2,4-pyrimidinediamine. LCMS: ret. time: 22.67 min.; purity: 76.9%; MS 
(m/e): 441.91. (MHO. 

7.3.278 N2-[2,3-DihydrobenzoIb]furan-5-ylmethyl]-5-fluoro-N4-(3- 
10 hydroxyphenyl)-2,4-pyriimdinediamme (R950213) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofxu-ane-5-yl]-5-fluoro-2,4-pyrimidinediainine, 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine and 2,3-dihydTobenzo[b]furan-5-yhnethylamine were 
reacted to N2-[2,3-dihydrobenzo[b]furan-5-ylmethyl]-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
15 pyrimidinediamine. LCMS: ret. time: 17.80 min.; purity: 99.2%; MS (m/e): 353.08 (MH^. 

7.3.279 N2-(2,3-Dihydro-l,4-beiizodioxin-2-ylmethyI)-5-nuoro-N4-(3- 
hydroxyphenyl)-2^-pyriinidinediainine (R950214) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyriinidinediamine, 2-chloro-5-fluoro-N4-(3- 
20 hydroxyphenyl)-4-pyrimidineamine and 2,3-dihydro- 1 ,4-benzodioxin-2-ylmethylamine 

were reacted to give N2-(2,3-dihydro- 1 ,4-benzodioxin-2-ylmethyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 19.26 min.; purity: 96.2%; MS 
(m/e): 369.08 (MH^. 

7.3.280 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[2-(methylthio)-l,3- 
25 benzothia2-6-yl)-2,4-pyriimdmediaiiime (R950212) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine and 2-(methylthio)-l,3-benzothiazol-6-amine were 
reacted to give 5-fluoro-N4-(3-hydroxyphenyl)-N2-[2-(methylthio)-l,3-benzothiaz-6-yl)- 
30 2,4-pyrimidinediamine. LCMS: ret. time: 19.83 min.; purity: 98.9%; MS. (m/e):. 399.98 
(MH^. 
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7.3.281 N2-(3-Aniinophenyl)-5-fluoro-N4-(3-hydroxypheiiyI)-2,4- 
pyrimidinediamine (R950227) 

In like maimer to the preparation of N4-(3-aminopheayl)-N2-[2-(methoxycarbonyl) 
benzoflirane-5-yl]-5-fluoro-2,4-pyriniidinediamine,2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine and 1,3-diaminobenzene were reacted to give N2-(3- 
aminophenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 
11.89 min.; purity: 97.6%; MS (m/e): 312.05 (MHT^. 

7.3.282 N2-(l ,4-Benzoxazin-6-yl)]-5-fluoro-N4-(3-iiitroplienyl)-2,4- 
pyrimidinediamine (R950253) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl) 
benzofUrane-5-yl]-5-fluoro-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyriniidineamine and 6-amino-l,4-benzoxazine were reacted to give N2- 
(l,4-benzoxazin-6-yl)]-5-fluoro-N4-(3-mtrophenyl)-2,4-pyrunidinediamine. LCMS: ret. 
time: 18.52 min.; purity: 99.5%; MS (m/e): 382.93 (MH^, 

7.3.283 N2-(EthoxycarbonylinethyIeneaininophenyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrinudmediainuie (R950215) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
beQzofturane-5-yl]-5-fIuonj-2,4-pyrimidinediamine,2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine and 3-ethoxycarbonyhnethyleneaminophenylaniline' 
were reacted to N2-(ethoxycarbonylmethyleneaminophenyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 18.9Qinin.; purity: 83.4%; MS 
(m/e): 398.06 (mt). 

7.3.284 N2-(EthoxycarbonylmethyleneaiiiinopheiiyI)-5-fluoro-N4-[3- 
(2-hydroxyethyIaiiimo)phenyl]-2,4-pyriimdinediainine 
(R950229) 

In like manner to the preparation of N4-(3-aminophenyl)-N2-[2-(methoxycarbonyl)- 
benzofurane-5-yl]-5-fluoro-2,4-pyrirmdinediaimne,2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine and 3-efhoxycarbonyhnethyleneaminophenylaniline 
were reacted to N2-(ethoxycarbonylmethyleneaminophenyl)-5-fluoro-N4-[3-(2- 
hydroxyethylainino)phenyl]-2,4-pyrimidinediamine., . LCMS: ret. time: 16.37 min.; purity: 
78.3%; MS (m/e): 441.03 (MBT)- 
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7.3.285 5-Cyano-N2-(3-hydroxyphenyl)-N4- 
(methoxycarbonyIbenzyl)-2,4-pyriiiiidmediamine (R925821) 

In a manner similar to the preparation of N4-(3,4-eth.ylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrinaidinediamine, 2-chloro-5-cyano-N4-( 
methoxycarbonylbenzyl)-4-pyrimidineamine and 3-hydroxyaniline were reacted to yield 5- 
c5^o-N2-(3-hydroxyphenyl)-N4-(mefhoxycarbonylbenzyl)-2,4-pyrimidinediamine. 
NMR (CD3OD): 5 8.27 (s, IH), 7.38-7.28 (m, 5H), 7.19-7.07 (m, 2H), 6.98-6.91 (m, 2H), 
6.64 (d, IH, J= 6.6 Hz), 3.55 (s, 3H); LCMS: ret. time: 24.18 min.; purity: 98 %; MS (m/e): 

376 (mt). 

7.3.286 &-Fluoro-N4-[2-fluoro-4-(methoxymethyleneoxy)phenyl]-N2- 
(3-hydroxyphenyl)-2,4-pyrimidinediaiiiine (R926680) 

In a manner similar to tiie preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3 -hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(2-fluoro-4- 
methoxymethyleneoxyphenyl)-4-pyrimidineamine and 3-hydroxyaniline were reacted to 
yield 5-fluoro-N4-(2-fluoro-4-methoxymethyleneoxyphenyl)-N2-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. 

7.3.287 N4-(3,4-EthylenedioxyphenyI)-5-fluoro-N2-[(lII)-mdol-5-yl]- 
2,4-pyrimidinediamine (R926748) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3 -hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3 ,4-cthylcncdioxyphenyl)-5 - 
fluoro-4-pyrimidineamine and 5-aminoindole were reacted to yield N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-[(lH)-indol-5-yl]-2,4-pyrnnidinediamine. LCMS: ret. 
time: 20.37 min.; purity: 97 %; MS (m/e): 378 (Mtt). 

7.3.288 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[(lH)-indol-5-yI]-2,4- 
pyrimidinediamine (R926749) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3 -hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3 -hydroxyphenyl)-4- 
pyrimidineamine and 5-aniinoindole were reacted to yield 5-fluoro-N4-(3-hydroxyphenyl)- 
N2-[(lH)-indol-5-yl]-2,4-pyrimidinediamine. LCMS: ret. time: 17.31 min.; purity: 94 %; 
MS (m/e): 366 (MH^. 
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7.3.289 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[(lH)-mdol-6-yI]- 
2,4-pyrimidinediamine (R926750) 

In a maimer similar to the preparation of N4-(3,4-ethylenedioxyplietiyl)-5-fluoro- 
N2-(3-liydroxyphenyl)-2,4-pyrimidinedianiine, 2-cliloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyriimdineamine and 6-aminoindole were reacted to yield N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-[(lH)-indol-6-yl]-2,4-pyrimidinediainine. LCMS : ret. 
time: 20.80 min.; purity: 91 %; MS (m/e): 378 (MH^. 

7.3.290 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[(lH)-mdol-6-yll-2,4- 
pyrimidmediamine (R926751) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyTimidine(Mamine, 2-chloio-5-fluoro-N4-(3-hydroxyphenyl)-4- 
pyrimidineamine and 6-aminoindole were reacted to yield 5-fluoro-N4-(3-hydroxyphenyl)- 
N2-[(lH)-indol-6-yl]-2,4-pyriniidinediamine. LCMS: ret. time: 18.13 min.; purity: 96 %; 
MS (m/e): 336 (MR% 

7.3.291 N4-[4-(AminocarboiiyImethyleneoxy)phenyl]-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamuie (R945063) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyriniidinediamine, the reaction of 3-hydroxyaniline (110 mg, 1 
mmol) and N4-[4-(aminocarbonyhnethyleneoxy)phenyl]-2-chloro-5-fluoro-4- 
pyrimidineamine (80 mg, 0.27 mmol) gave N4-[4-(aminocarbonyhnethyleneoxy)phenyl]-5- 
fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine (75 mg, 76%). NMR (acetone-Jg): 

5 5 4.51 (s, 2 H), 6.64 (dm, J= 8.4 Hz, 1 H), 7.06-7.14 (m, 5.H), 7.70 (dd, J= 2.4 and 9.0 Hz, 
2 H), 8.27 (d, J= 6.0 Hz, 1 H); l^. NMR (282 MHz, acetone-rfg): 5 - 164.00; LCMS: ret. 
time: 14.66 min.; purity: 88.63%; MS (m/e): 370.00 (mt). 

7.3.292 N4-[4-(Cyanomethyleneoxy)pheiiyl]-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidmediamme(fl945071) 

In a manner analogous to the preparation of N4-(3,4-efhylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 3-hydroxyamline (94 mg, 0.86 mmol) and 
2-chloro-N4-[4-(cyanomethyleneoxy)phenyl]-5-fluoro-4-pyrimidineamine (80 mg, 0.29 
mmol) gave N4-[4-(cyanomethyleneoxy)phenyl]-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine (65 mg, 64%) as a ofF-white soUd.. ^HISIMR (acetone-t/g): S 5.16 (s, 2 
H), 6.64 (ddd, J= 1.8, 2.4 and 7.5 Hz, 1 H), 7.03 (t, J= 2.1 Hz, 1 H), 7.08-7.16 (m, 2 H), 

221 



wo 03/063794 



PCT/US03/03022 



7.19 (d, J= 9.3 Hz, 2 H), 7.77 (d, J= 9.3 Hz, 2 H), 8.30 (d, J= 5.4 Hz, 1 H), 10.04 (s, 1 H, 
NH), 11.33 (s, 1 H, NFT); i^fnmR (282 MHz, acetone-rfg): 5 - 163.52; LCMS: ret. time: 
17.08 min.; purity: 100%; MS (m/e): 352.13 (MH^. 

7.3.293 N4-(3-Cyanopheiiyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
5 pyrimidmediaiiime (R945109) 

In a manner analogous to the preparation of N4-(3,4-efhylenedioxyphenyl)-5-fluo^o- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 3-aminobenzonitrile (142 mg, 1.2 mmol) 
and 2,4-dicliloro-5-fluoropyrimidine (100 mg, 0.6 mmol) gave 2-chloro-N4-(3- 
cyanophenyl)-5-fluoro-4-pyrimidineamine (128 mg, 86%) as a white solid. The reaction of 

1 0 2-chloro-N4-(3-cyanophenyl)-5-fluoro-4-pyiinidineainine (50 mg, 0.2 mmol) and 3- 

aminophenol (66 mg, 0.6 mmol) gave N4-(3-cyanophenyI)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyriniidinediamine (40 mg, 62%). iR NMR (acetone-rfg): 5 6.48 (ddd, J= 0.9, 2.4 and 
7.8 Hz, 1 H), 7.10 (t, J= 8.1 Hz, 1 H), 7.18 (ddd, J= 1.2, 2.1 and 8.1 Hz, 1 H), 7.33 (t, J= 2.1 
Hz, 1 H), 7.45 (dt, J= 1.2 and 7.8 Hz, 1 H), 7.54 (t, J= 8.1 Hz, 1 H), 8.08 (d, J= 3.3 Hz, 1 H), 

15 8.14 (ddd, J= 1.5, 2.7 and 8.4 Hz, 1 H), 8.39 (t, J= 2.1 Hz, 1 H), 8.58 (s, 1 H, NH), 8.84 (s, 1 
H, NH); NMR (282 MHz, acetone-tfg): 5 - 167.41; LCMS: ret. time: 17.75 min.; purity: 
92.39%; MS (m/e): 322.59 (MH"^. 

7.3.294 N4-(3-CyanophenyI)-5-fluoro-N2-(4- 
methoxycarbonylmethyIeneoxyphenyl)-2,4- 

20 pyriimdinediamine (R945110) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3-cyanophenyl)-5-fluoro-4- 
pyrimidineamine (50 mg, 0.2 mmol) and 4-(methoxycarbonyhnethyleneoxy)aniline (109 
mg, 0.6 mmol) gave N4-(3-cyanophenyl)-5-fluoro-N2-(4- 
25 methoxycarbonyhnethyleneoxyphenyl)-2,4-pyrimidinediamine (30 mg, 38%). ^H NMR 
(acetone-i/fi): 6 3.74 (s, 3 H), 4.72 (s, 2 H), 6.93 (d, J= 9.0 Hz, 2 H), 7.46 (dt, J= 1.5 and 7.5 
Hz, 1 H), 7.54 (t, J= 7.8 Hz, 1 H), 7.60 (dd, J= 1 .8 and 9.0 Hz, 2 H), 8.03-8.07 (m, 2 H), 
8.43 (m, 1 H), 8.48 (hr, 1 H, NH), 8.80 (br, 1 H, NH); i^F NMR (282 MHz, acetone-c/g): 5 - 
168.2^ LCMS: ret. time: 20.24 min.; purity: 94.79%; MS (m/e): 393.98 (Mif). 
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7.3.295 5-FIuoro-N4-(3-hydroxypheiiyl)-N2-[2-(indol-3-yl)ethyl]-2,4- 
pyrimidinediamine (R945117) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriniidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
5 hydroxypheayl)-4-pyrimidineamine (50 mg, 0.21 mmol) and tryptamine (100 mg, 0.62 
mmol) gave 5-fluoro-N4-(3-hydroxyphenyl)-N2-[2-(indol-3-yl)ethyl]-2,4- 
pyrimidmediamine (40 mg, 53%). iR NMR (CD3OD): 5 3.01 (t, J= 7.2 Hz, 2 H), 3.61 (t, J= 
7.2 Bz, 2 H), 6.51 (ddd, J= 0.9, 2.1 and 8.1 Hz, 1 H), 6.96 (td, J= 0.9 and 7.2 Hz, 1 H), 7.03- 
7.09 (m, 3 H), 7.22 (d, J= 7.5 Hz, 1 H), 7.28-7.32 (m, 2 H), 7.53 (d, J= 7.8 Hz, 1 H), 7.72 (d, 
10 J= 4.5 Hz, 1 H); i^F NMR (282 MHz, CD3OD): 6 - 171.72; LCMS: ret. time: 20.17 min.; 
95.66%; MS (m/e): 364.05 (MSt). 

7.3.296 5-FIuoro-N4-(3-hydroxyphenyI)-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamine (R945118) 

15 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine (80 mg, 0.33 mmol) and 3- 
methoxycarbonylmethyleneoxyaniline (180 mg, 0.99 mmol) gave 5-fluoro-N4-(3- 
hydroxyphenyl)-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediainine(130 

20 mg). IR NMR (acetone-rfg): 8 3.74 (s, 3 H), 4.64 (s, 2 H), 6.71 (m, 1 H), 6.80 (m, 1 H), 
7.23-7.32 (m, 6 H), 8.32 (d, J= 5.1 Hz, 1 H); LCMS: ret. time: 18.37 min.; purity:. 100%; 
MS (m/e): 384.70 (MH*). 

7J.297 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4- 
25 pyrimidmediamme (R945124) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyd^oxyphenyl)-2,4-pyrimidinedian!line, the reaction of 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine (80 mg, 0.28 mmol) and 3- 
methoxycarbonylmethyleneoxyaniline (154 mg, 0.85 mmol) gave N4-(3,4- 
30. ethylenedioxyphenyl)-5-fluoro-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4- 

pyrimidinediamine (90 mg, 74%). ^HNMR (CDCI3): 5 3.80 (s, 3H), 4.27 (q, J= 0.9 Hz, 

4H), 4.58 (s, 2H), 6.54 (ddd, J= 0.9, 2.7 and 8.1 Hz, IH), 6.65 (d, J= 2.7 Hz, IH), 6.86 (d, 
J= 8.7 Hz, IH), 6.98 (dd, J= 2.4 and 8.4 Hz, IH), 6.98 (br, 1 H), 7.09. (ddd, J= 1 .2, 2. 1 and 
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8.1 Hz, IH), 7.18 (t, J= 8.1 Hz, IH), 7.24 (d, J= 2.4 Hz, IH), 7.32 (t, J= 2.1 Hz, IH), 7.92 
(d, J= 3.3 Hz, IH); i^p NMR (282 MHz, CDCI3): 6 - 167.52; LCMS: ret. time: 21.64 min.; 
purity: 98.07%; MS (m/e): 426.99 (MH*). 

7.3.298 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamme (R945125) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydioxyphenyl)-2,4-pyrimidinediaraine, the reaction of 2-chloro-5-fluoro-N4-(4- 
isopropoxyphenyl)-4-pyrimidineamine (80 mg, 0.28 mmol) and methyl 3- 
aminophenoxyacete (154 mg, 0.85 mmol) gave 5-fluoro-N4-(4-isopiopoxyphenyl)-N2-(3- 
methoxycarbonyImethyleneoxyphenyl)-2,4-pyrimidinediamine (80 mg, 66%). iR NMR 
(CDClj) 6 1.33 (s, 3H), 1.35 (s, 3H), 3.80 (s, 3H), 4.52 (p, J= 6.0 Hz, IH), 4.55 (s, 2H), 6.53 
(ddd, J= 0.9, 2.4 and 8.1 Hz, IH), 6.69 (d, J= 2.4 Hz, IH), 6.90 (d, J= 9.0 Hz, 2H), 7.04- 
7.08 (m, 2H), 7.16 (t, J= 8.1 Hz, IH), 7.32 (t, J= 2.1 Hz, IH), 7.47 (d, J= 8.7 Hz, 2H), 7.92 
(d, J= 3.0 Hz, IH); i^F NMR (282 MHz, CDCI3): 5 - 167.64; LCMS: ret. time: 24.70 min.; 
purity: 100%; MS (m/e): 427.00 (MH*). 

7.3.299 N2-[4-(AminocarbonyImethyleneoxy)phenyl]-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyriiiiidmediaiiiine (R94S064) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-N2-(3- 
hydroxyphenyl))-5-fluoro-2,4-pyrimidinedianune, 4-(aminocarbonyhnethyleneoxy)aniline 
(198 mg, 1.2 mmol) and 2-chloro-5-fluoro-N4-(3-hydroxyphenyl)-4-pyrimidineaiiune (95 
mg, 0.4 mmol) gaveN2-[4-(aminocarbonyhnethyleneoxy)phenyl]-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine (60 mg, 41%). ^H NMR (CD3OD): 8 4.55 (s, 2H), 
6.75 (dm, J= 7.5 Hz, IH), 7.08 (d, J= 9.3 Hz, IH), 7.18 (m, 2H), 7.22 (d, J= 8.7 Hz, IH), 
7.46 (d, J=.9.0Hz, 2H), 8.09 (d, IH); LCMS: ret., time: 14.38 min.; purity: 100%; MS 
(m/e): 370.00 (MH^^. 

7.3.300 5-Fliioro-N2-(3-hydroxyphenyl)-N4-I3-(5-mefliyl-l,2,4- 
oxadiazoI-3-yl)metfayleneoxyphenyl]-2,4-pyrimidinediaiiiine 
(R945132) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 3-(5-methyl-l,2,4-oxadiazol- 
3-yl)methyleneoxyaniline (490 mg, 2.4 mmol) and 2,4-dichloro-5-fluoropyrimidine (200 
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mg, l.Zmmol) gave 2-chloro-5-fluoro-N4-[3-(5-methyl-l,2,4-oxadia2»l-3- 
yl)me1iiylen60xyphenyl]-4-pyrimidineamine. The reaction of 2-chloro-5-fluoro-N4-[3-(5- 
me1hyl-l,2,4-oxa(iiazol-3-yl)methyleneoxyphenyl]-4-pyriiiudinean^ (40 mg, 0.12 mmol) 
and 3-aminopheaol (40 mg, 0.36 mmol) gave 5-fluoro-N2-(3-hydroxyplienyl)-N4-[3-(5- 
5 me1hyl-l,2,4-oxadiazol-3-yl)me1hyleneoxyphenyl]-2,4-pyrimidinediamine (30 mg, 62%). 
IH NMR (CDCI3): 5 2.61 (s, 3H), 5.21 (s, 2H), 6.50 (ddd, J= 0.9, 2.4 and 7.8 Hz, IH), 6.76 
(ddd, J= 0.6, 2.4 and 9.0 Hz, IH), 6.80-6.85 (m, 3H), 7.12 (t, J= 8.1 Hz, IH), 7.23 (t, J= 7.8 
Hz, IH), 7.50-7.52 (m, 2H), 7.94 (d, J= 3.3 Hz, IH), 7.98 (t, J= 2.4 Hz, IH); i^F NMR (282 
MHz, CDCI3): 5 - 167.19; LCMS: ret. time: 18.88 min.; purity: 100%; MS (m/e): 408.97 
10 (MH*). 

7.3.301 N2-[4-(Ammocarbonylmethoxy)phenyl]-5-fluoro-N4-[3-(5- 
methyl-l,2,4-oxadiazol-3-y])methyleneoxyphenyl]-2,4- 
pyrimidmediamine (R945133) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
15 N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-[3-(5- 
methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-4-pyrimidineamine (30 mg, 0.09 mmol) 
and 4-(aminocarbonyhnethyleneoxy)aniline (45 mg, 0.27 mmol) gave N2-[4- 
(aminocarbonylmetliyleneoxy)phenyl]-5-fluoro-N4-[3-(5-methyl-l,2,4-oxadiazol-3- 
yl)methyleneoxyphenyl]-2,4-pyrimidinediamine (10 mg, 24%). ^HNMR (acetone-i/fi): 6 
20 2.62 (s, 3H), 4.43 (s, 2H), 5.19 (s, 2H), 6.77 (ddd, J= 1 .2, 2.4 and 8.1 Hz, IH), 6.94 (d, J= 
9.0 Hz, 2H), 7.25 (t, J= 8.1 Hz, IH), 7.34 (ddd, J- 0.9, 1.8, 9.0 Hz, IH), 7.68 (d, J= 9.0 Hz, 
2H), 7.81 (t. J= 2.1,Hz, IH), 7.99 (d, J= 3.6 Hz, IH), 8.45 (br, IH, NH), 8.57 (br, IH, NH); 
19F NMR (282 MHz, acetone-rfg): 5 - 168.20; LCMS: ret. time: 16.80 min.; purity: 84.91%; 
MS (m/e): 466.05 (Mtt). 

25 7.3.302 N4-(3,4-Ethyleiiedioxyphenyl)-5-fluoro-N2-[3-(5-methyl-l,2,4- 

oxadiazoI-3-yl)methyleneoxyphenyl]-2,4-pyi1imdinediainine 
(R945128) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
30 ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine (40 mg, 0. 14 mmol) and 3-(5-methyl- 

l,2,4-oxadiazol-3-yl)methyleneoxyaniline (87 mg, 0.42 mmol) gave N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-[3-(5-methyl-l,2,4-oxadiazol-3- 
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yl)methyleneoxyphenyl]-2,4-pyrimidmediamme (30 mg, 47%). IH NMR (CDCI3): 5 2.62 
(s, 3H), 4.26 (q, J= 2.1 Hz, 4H), 5.09 (s, 2H), 6.63-6.67 (m, 2H), 6.85 (d, J= 8.4 Hz, IH), 
6.95-6.99 (m, 2H), 7.09 (dt, J= 0.9 and 6.9 Hz, IH), 7.19 (t, J= 8.4 Hz, IH), 7.23 (d, J= 2.4 
Hz, IH), 7.42 (t, J= 2.4 Hz, IH), 7.92 (d, J= 3.0 Hz, IH); l^p NMR (282 MHz, CDCI3): 8 - 
5 167.47; LCMS: ret. time: 21.26 min.; purity: 96.72%; MS (m/e): 451.01 (MSt). 

7.3.303 5-FIuoro-N4-(4-isopropoxyphenyl)-N2-[3-(5-methyl-l,2,4- 
oxadiazol-3-yI)methyleneoxyphenyl]-2,4-pyriimdinediamine 
(R945129) 

la a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
l 0 N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(4- 
isopropoxyphenyl)-4-pyriniidineamine (40 mg, 0. 14 mmol) and 3-(5-methyl-l ,2,4- 
oxadiazol-3-yl)methyleneoxyaiiiline (87 mg, 0.42 namol) gave 5-fluoro-N4-(4- 
isopropoxyphenyl)-N2-[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4- 
pyrimidinediamine (40 mg, 63%). iR NMR (CDCI3): 6 1.32 (s, 3H), 1.34 (s, 3H), 2.61 (s, 
15 3H), 4.52 (p, J= 6.0 Hz, IH), 5.08 (s, 2H), 6.64 (ddd, J= 1.2, 2.7 and 8.1 Hz, 1 H), 6.70 (d, 
J= 2.4 Hz, IH), 6.89 (d, J= 9.0 Hz, 2H), 7.07-7.11 (m, 2H), 7.16 (t, J= 8.1 Hz, IH), 7.38 (t, 
J= 2. 1 Hz, IH), 7.46 (d, J= 9.0 Hz, 2H), 7.91 (d, J= 3.3 Hz, IH); i^p NMR (282 MHz, 
CDCI3): 8 - 167.55; LCMS: ret. time: 24.49 min.; 96.15%; MS (m/e): 451.08 (MH^. 

7.3.304 N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[3-(5-inethyl-l,2,4- 
20 oxadiazol-3-yl)inethyleneoxyphenyl]-2,4-pyrimidinediamine 

(R945137) 

In a maimer analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluo^o- 
N2-(3-hydroxypl^enyl)-2,4-pyrimidinedianline, 2-chloro-5-fluoro-N4-[3-(5-methyl-l,2,4- 
oxadiazol-3-yl)methyleneoxyphenyl]-4-pyrimidineamine (40 mg, 0.12 mmol) and 3,4- 

25 ethylenedioxyaniline (55 mg, 0.36 mmol) reacted to give N2-(3,4-ethylenedioxyphenyl)-5- 
fluoro-N4-[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediainine. 
IHNMR (CDCI3): 5 2.60 (s, 3H), 4.24 (q, J= 2.7 Hz, 4H), 5.21 (s, 2H), 6.74-6.78 (m, 2H), 
6.81 (d, J= 8.4 Hz, IH), 6.90 (dd, J= 1.2, 7.8 Hz, IH), 7.01 (dd, J= 2.4 and 8.4 Hz, IH), 7.22 
(t, J= 8.4 Hz, IH), 7.30 (d, J= 2.4 Hz, IH), 7.48 (br, IH), 7.94 (d, J= 3.3 Hz, IH), 7.98 (br, 

30 IH); 19F NMR (282 MHz, CDCI3) 5 - 168.23; LCMS: ret. time: 21 .20 min.; purity: 91.09%; 
MS. (m/e): 450.99 (MH^. 
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7.3305 5-FIuoro-N2-(4-isopropoxyphenyI)-N4-[3-(5-methyl-l,2,4- 
oxadiazol-3-yl)methyIeiieoxyphenyl]-2,4-pyrimidmediamine 
(R945138) 

In a maimer analogous to the preparation of N4-(3,4-ethylenedioxyplienyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-[3-(5- 
methyl-l;2,4-oxadiazol-3-yl)methyleneoxyphenyl]-4-pyrimidineamine (40 mg, 0.12 mmol) 
and 4-isopropoxyaniline (55 mg, 0.36 mmol) gave 5-fluoro-N2-(4-isopropoxyphenyl)-N4- 
[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine. 'HISIMR 
(CDCI3): 5 1.31 (s, 3H), 1.33 (s, 311), 2.60 (s, 3H), 4.48 (p, J= 6.0 Hz, IH), 5.20 (s, 2H), 

6.74-6.78 (m, 2H), 6.87 (d, J= 9.0 Hz, 2H), 6.92 (dd, J= 1.2 and 8.4 Hz, IH), 7.22 (t, J= 8.4 
Hz, IE), 7.50 (m, 3H), 7.94 (d, J= 3.0 Hz, 2H); »9F NMR (282 MHz, CDCI3): 8 - 168.46; 
LCMS: ret. time: 24.95 min.; purity: 73.74%; MS (m/e): 451.06 (MH^). 

7.3306 N4-(3,5-Dimethyl-4-hydroxyphenyI)-5-fluoro-N2-(3- 
inethoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediainme (R945139) 

Using general hydrogenation conditions, 2,6-dimethyl-4-mtrophenol was reduced to 
4-amino-2,6-dimethylphenol. In a manner analogous to the preparation of N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidinedianiine, the reaction 
of 4-amino-2,6-dimethylphenol (823 mg, 6 mmol) and 2,4-dichloro-5-fluoropyrimidine 
(500 mg, 3 mmol) gave 2-chloro-N4-(3,5-dimethyl-4-hydroxyphenyl)-5-fluoro-4- 
pyrimidinearaine. Compound 2-chloro-N4-(3,5-dimethyl-4-hydroxyphenyl)-5-fluoro-4- 
pyrimidineamine (500 mg, 1.87 mmol) and 3-(methoxycarbonylmethyleneoxy)aniline (500 
mg, 2.76 mmol) reacted to give N4-(3,5-dmiethyl-4-hydroxyphenyl)-5-fluoro-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinedianiine (500 mg, 65%). iHNMR 
(CD3OD): 8 2.16 (s, 6H), 3.76 (s, 3H), 4.51 (s, 2H), 6.79 (ddd, J= 0.9, 2.4 and 8.1 Hz, IH), 
7.01-7.06 (m, 2H), 7.15 (s, 2H), 7.26 (t, J= 8.1 Hz, IH), 7.93 (d, J= 5.7 Hz, IH); i^F NMR 
(282 MHz, CD3OD): 6 -. 163.31; LCMS: ret. time: 20.44min.; purity: 84.25%; MS (m/e): 
413.03 (MH^. 

7.3.307 N4-(Benzothiopheii-3-ylmethyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyriiiiidinediamme(R945146) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluo^o- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of benzothiophen-3- 
ylmethylamine (244 mg, 1.5 mmol) and 2,4-dichloro-5-fluoropyrunidine (50 mg, 0.3 mmol) 
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gave N4-(benzothiophen-3-ylme&yl)-2-cMoro-5-fluoro-4-pyrimidmeamm The reaction 
of N4-(benzotWophen-3-ylmethyl)-2-cMoro-5-fluoro-4-pyilmi(iineanm and 3- 
aminophenol (200 mg, 1.83 mmol) gave N4-(benzothiophen-3-ylmethyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriinidinediamine. (40 mg, 36%).. NMR (CDCI3): 5 4.45 (br, IH), 

5 4.95 (dd, J= 1 .2 and 5.4 Hz, 2H), 5.33 (br, IH), 6.40 (ddd, J= 1 .2, 2.4 and 8.1 Hz, IH), 6.85 
(ddd, J= 0.9, 2.1 and 8.1 Hz, IH), 6.91 (br, IH), 7.05 (t, J= 8.1 Hz, IH), 7.26 (m, IH), 7.39- 
7.47 (m, 3H), 7.81 (dd, J= 1.2 and 5.1 Hz, IH), 7.84 (d, J= 3.3 Hz, IH), 7.92 (m, IH); i^p 
NMR (282 MHz, CDCI3): 6 - 168.89; LCMS: ret. time: 21.91. min.; purity: 99.34%; MS 
(m/e): 366.96 (MH^. 

10 7.3.308 5-Fluoro-N2-(3-hydroxyphenyl)-N4-(3-pyridylmethyl)-2,4- 

pyrimidinedlamine (R945147) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 3-pyridyhnethylamine (162 mg, 1.5 mmol) 
and 2,4-dichloro-5-fluoropyrimidine (50 mg, 0.3 mmol) were reacted to give 2-chloro-5- 
15 fluoro-N4-(3-pyridylmethyl)-4-pyrimidineaniine. . Then 2-chloro-5-fluoro-N4-(3- 

pyridylmethyl)-4-pyrimidineamine and 3-aminophenol (200 mg, 1 .83 nmiol) reacted to give 
5-fluoro-N2-(3-hydroxyphenyl)-N4-(3-pyridylmethyl)-2,4-p3raiudinediamine (40 mg, 
43%). IHNMR (CD3OD): 6 4.71 (s, 2H), 6.38 (ddd, J= 0.9, 2.4 and 8.1 Hz, IH), 6.88 (ddd, 

J= 0.9, 2.1 and 8.1 Hz, IH), 7.00 (t, J= 8.1 Hz, IH), 7.14 (t, J= 2.4 Hz, IH), 7.37 (dd, J= 4.8 
20 and 7.8 Hz, IH), 7.73 (d, J= 3.6 Hz, IH), 7.87 (dt, J= 2.1 and 7.5 Hz, IH), 8.39 (dd, J= 1.2 
and 7.8 Hz, IH), 8.57 (d, J=. 2.1 Hz, IH); i^p NMR (282 MHz, CD3OD): 5 - 170.99; 
LCMS: ret. time: 8.82 min.; purity: 92.90%; MS (m/e): 312.05 (MH^. 

7.3.309 N4-(3-Cliloro-4-hydroxy-5-methyIphenyl)-5-fluoro-N2-(3- 
methoxycarbonyl]nethyleneoxyphenyl)-2,4- 
25 pyrimidinediamine (R945148) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediatnine, 4-amino-2-chloro-6-methylphenol and 2,4- 
dichloro-5-fluoropyrimiditie resulted 2-chloro-N4-(3-chloro-4-hydroxy-5-methylphenyl)-5- 
fluoro-4-pyrimidineamine. The reaction of 2-chloro-N4-(3-chloro-4-hydroxy-5- 
30 methylphenyl)-5-fluoro-4-pyrimidineamine and 3-methoxycarbonylmethyleneoxyaniline 
(1.95 g, 11 mmol) gave N4-(3-chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamine (850mg, 55%). ^HNMR 
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(CD3OD): 5 2.22 (s, 3H), 3.76 (s, 3H), 4.52 (s, 2H), 6.50 (dt, J= 2.7 and 6.3 Hz, IH), 7.09- 
7.14 (m, 2H), 7.24 (t, J= 1.8 Hz, IH), 7.30 (t, J= 1.2 Hz, IH), 7.49 (d, J= 2.4 Hz, IH), 7.88 
(d, J= 3.9 Hz, IH); l^F NMR (282 MHz, CD3OD): 5 - 168.70; LCMS: ret. time: 20.63 min.; 
purity: 98.56%; MS (m/e): 432.96 (MET^. 



In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of (2,5-dimethyl-3- 
fiiryl)methylamine (188 mg, 1.5 mmol) and 2,4-dichloro-5-fluoropyrimidine (50 mg, 0.3 

10 mmol) gave2-chloro-N4-[(2,5-dimethyl-3-furyl)methyl]-5-fluoro-4-pyrimidineamine. The 
reaction of 2-chloro-N4-[(2,5-dimethyl-3-furyl)methyl]-5-fluoro-4-pyrimidineamine and 3- 
aminophenol (200 mg, 1.83 mmol) gave N4-[(2,5-dimethyl-3-furyl)methyl]-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine (50 mg, 51%). NMR (CDCI3): 8 2.22 (s, 3H), 
2.23 (s, 3H), 4.39 (d, J= 5.1 Hz, 2H), 5.24 (br, IH), 5.90 (s, IH), 6.52 (d, J= 6.6 Hz, IH), 

15 6.99 (d, J= 8.1 Hz, IH), 7.13 (t, J= 8.1 Hz, IH), 7.29 (s, IH), 7.71 (m, 2H); i^F NMR (282 
MHz, CDCI3): 5 - 167.84; LCMS: ret time: 19.83 min.; purity: 96.32%; MS (m/e): 329.05 



In a manner analogous to the preparation of N2,N4-bis[3-methoxy-4- 
(methoxycarbonyl)phenyl]-5-fluoro-2,4-pyrimidinediamine, the reaction of 2,6-dimethyl-4- 
nitrophenol (1.67 g, 10 mmol), potassium carbonate (13 g, 0.1 mol) and iodomelhane (2.5 
mL, 50 mmol) gave 2,6-dimethyl-l-methoxy-4-nitrobenzene. Hydrogenation of 2,6- 

25 dimethyl-1 -methoxy-4-mtrobenzene gave 3,5-dimethyl-4-methoxyaniline. 

In a maimer analogous to the preparation ofN4-(3,4-ethyIenedioxyphenyl)-N2-(3- 
hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine, the reaction of 3,5-dimethyl-4- 
mefhoxyaniline (400 mg, 2.6 mmol) and 2,4-dichloro-5-fluoropyriniidine (200 mg, 1.2 
mmol) gave2-chloro-N4-(3,5-dimethyl-4-methoxyphenyl)-5-fluoro-4-pyrimidineamine. 

30 The reaction of 2-chloro-N4-(3,5-dmiethyl-4-methoxyphenyl)-5-fluoro-4-pyrimidineamine 
and 3-(methoxycarbonylmethyleneoxy)aniline (650 mg, 3.6 mmol) gave N4-(3,5-dimethyl- 
4-methoxyphenyl)-5-fluoro-N2-(3-methoxycarbonyhnethyleneoxyphenyl)-2,4- 



5 



7.3.310 N4-[(2,5-Dimethyl-3-furyl)methyl]-5-fluoro-N2-(3- 
hydroxyphenyI)-2,4-pyrimidmediaiiiine (R945151) 



20 



7.3.311 N4-(3,5-Dimethyl-4-methoxyphenyl)-5-fluoro-N2-(3- 
methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamine (R945153) 
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pyrimidinediainine (180 mg, 35%). iHNMR (CD3OD): 6 2.20 (s, 6H), 3.70 (s, 3H), 3.74 
(s, 3H), 4.52 (s, 2H), 6.76 (ddd, J= 0.9, 2.4 and 8.4 Hz, IH), 7.03-7.08 (m, 2H), 7.24 (m, 
3H), 7.96 (d, J= 5.4 Hz, IH); i^p NMR (282 MHz, CD3OD): 8 - 162.92; LCMS: ret. time: 
23.13 min.; purity: 100%; MS (m/e): 427.04 (MSt). 

5 7J.312 N4-[4-(N-Beiizylpiperazino)phenyl]-N2-(3,4- 

ethyIenedioxyphenyl)-5-fluoro-2,4-pyriimdinediamine 
(R945155) 

In like manner to. the preparation of N4-(3,4-ethylenedioxyphenyl)-N2-(3- 
hydroxyphenyl)-5-fluoro-2,4-pyrimidineamine, the reaction of N4-[4-(N- 
10 benzylpiperazino)phenyl]-2-chloro-5-fluoro-4-pyrimidineamine (50 mg, 0. 12 mmol) and 
3,4-ethylenedioxyaniline (0.045 mL, 0.36 mmol) gave N4-[4-(N- 

benzylpiperazino)phenyl)]-N2-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine 
(40 mg, 63%). IH NMR (CDCI3): 5 2.64 (t, J= 4.8 Hz, 4H), 3.20 (t, J= 4.8 Hz, 4H), 3.59 (s, 
2H), 4.24 (m, 4H), 6.61 (d, IH, NH), 6.68 (br, IH, NH), 6.76 (d, J= 8.7 Hz, IH), 6.88 (dd, 
15 J= 2.4 and 8.7 Hz, IH), 6.93 (d, J= 8.7 Hz, 2H), 7.19 (d, J= 2.4 Hz, IH), 7.28-7.36 (m, 5H), 
7.47 (d, J=. 8.7 Hz, 2H), 7.87 (d, J= 3.3 Hz, IH); i^p NMR (282 MHz, CDCI3): 8 -168.66; 
LCMS: ret time: 18.05 min.; purity: 100%; MS (m/e): 513.10 (MH^. 

7.3.313 N2-[(2,5-Dimethyl-3-furyl)methyI]-5-fluoro-N4-(3- 
hydroxyphenyl)-2^-pyrimidinediamme (R9451 62) 

20 In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fIuoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chlaro-5-fluoro-N4-(3- 
hydrox3^henyl)-4-pyrunidineaniine (50 mg, 0.21 mmol) and (2,5-dimethyl-3- 
furyl)methylamine (80 mg, 0.63 nmiol) gave N2-[(2,5-dimethyl-3-furyl)methyl]-5-fluoro- 
N4-(3-hydrDxyphenyl)-2,4-pyrimidinediamine (40 mg, 59%). IR NMR (acetone-rfg): 8 2.14 

25 (s, 6H), 4.37 (d, J= 4.2 Hz, 2H), 5.96 (s, IH), 6.77 (d, J= 6.6 Hz, IH), 7.23-7.28 (m, 2H), 
7.44 (s, IH), 8.11 (d, J= 4.8 Hz, IH), 9.05 (br, IH), 9.75 (br, IH); '^F NMR (282 MHz, 
acetone-rfg): 5 - 165.77; LCMS: ret. time: 19.23 min.; purity: 94.89%; MS (m/e): 329.08 
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73.314 N2-[4-(N-Ben2yIpiperazino)phenyl]-N4-(3,4- 

ethylenedioxyphenyl)-5-fluoro-2,4-pyriimdiiiediamme 
(R945163) 

In a maimer analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
5 N2-(3-hydroxyphenyl)-2,4-pyrimidinedianiine, the reaction of 2-chloro-N4-(3,4- 
ethylendioxyphenyl)-5-fluoro-4-pyriimdineaiiiine (50 mg, 0.18 mmol) and 4-(4- 
benzylpiperazino)aniline (142 mg, 0.53 mmol) resulted N2-[4-(N- 
benzylpiperazino)phenyl]-N4-(3,4-ethyleaedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine 
(30 mg, 33%). IH NMR (CDCI3): 5 2.63 (t, J= 4.8 Hz, 4H), 3.16 (t, J= 4.8 Hz, 4H), 3.58 (s, 
10 2H), 4.27 (m, 4H), 6.56 (d, IH, NH), 6.70 (br, IH, NH), 6.82 (d, J= 8.7 Hz, IH), 6.89 (d, J= 
9.0 Hz, 2H), 6.96 (dd, J= 2.7 and 8.7 Hz, IH), 7.28 (d, J= 2.7 Hz, IH), 7.30-7.36 (m, 5H), 
7.39 (d, J= 8.7 Hz, 2H), 7.88 (d, J= 3.3 Hz, IH); i^F Ms4R (282 MHz, CDCI3): 8 - 168.94; 
LCMS: ret. time: 18.12 min.; purity: 98.42%; MS (m/e): 512.95 (MH^. 

7.3.315 N2-CBenzotliiophen-3-ylmetliyI)-5-fluoro-N4-(3- 
15 hydroxyphenyl)-2,4-pyriiiiidinediaimiie (R945164) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine (50 mg, 0.21 mmol) and benzothiophen-3- 
ylmethylamine (100 mg, 0.61 mmol) gave N2-(benzothiopheQ-3-ylmethyl)-5-fluoro-N4-(3- 
20 hydroxyphenyl)-2,4-pyrimidinediamine (40 mg, 53%). ^H NMR (CDCI3): 8 4.82 (d, J= 6.0 
Hz, 2H), 6.45 (dd, J= 8.1 Hz, IH), 6.70 (m, IH), 6.80 (d, J= 8.4 Hz, IH), 7.03 (t, J= 8.1 Hz, 
IH), 7.22 (m, IH), 7.34 (s, IH), 7.39-7.46 (m, 2H), 7.82 (m, IH), 7.89-7.92 (m, 2H); i^F 
NMR (282 MHz, CDCI3): 8 - 170.02; LCMS: ret. time: 21.29 min.; purity: 92.97%; MS 
(m/e): 367.03 (MH% 

25 7.3.316 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(3-pyridylmethyl)-2,4- 

pyrimidinediamme (R945165) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine (50 mg, 0.21 mmol) and 3-pyridyhnethylamine (68 mg, 
30 0.63 mmol) gave 5-fluoro-N4-(3-hydroxyphenyl)-N2-(3-pyridylmethyl)-2,4- 

pyrimidinediamine (40 mg, 62%). iHNMR (CDCI3): 8 4.40 (d, J= 6.3 Hz, 2H), 5.60 (br, 
IH), 6.62-6.70 (m, 3H), 7.05 (br, IH), 7.14 (t, J= 8.1 Hz, IH), 7.30 (dd, J= 5.1 and 7.8 Hz, 
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IH), 7.73 (d, J= 7.5 Hz, IH), 7.80 (d, J= 3.3 Hz, IH), 8.49 (d, J= 4.5 Hz, IH), 8.66 (s, IH); 
19F NMR (282 MHz, CDCI3): 6 - 169.52; LCMS: ret. time: 9.41 min.; purity: 99.25%; MS 
(m/e): 312.01 (MH^. 

7.3.317 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(2-pyridylmethyl)-2,4- 
5 pyrimidinediamine (R945166) 

In a manner analogous to the preparation of N4-(3,4-ettiylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyI)-2,4-pyrimidinediarnine, the reaction of 2-chloro-5-fIuoro-N4-(3- 
hydroxyphenyl)-4-pyrinudineamine (50 mg, 0.21 mmol) and 2-pyridylmethylaniine (68 mg, 
0.63 nmiol) gave 5-fIuoro-N4-(3-hydroxyphenyl)-N2-(2-pyridyhiiethyl)-2,4- 
10 pyrimidinediamine (40 mg, 62%). iR NMR (CDCI3): 8 4.73 (d, J= 6.3 Hz, 2H), 5.85 (t, J= 

6.0 Hz, IH, NH), 6.48 (d, J= 6.9 Hz, IH), 6.61 (dd, J= 2.7 and 8.1 Hz, IH), 6.67 (s, IH), 
7.13 (t, J= 8.1 Hz, IH), 7.21 (dd, J= 5.1 and 7.5 Hz, IH), 7.49 (d, J= 7.5 Hz, IH), 7.69 (td, 
J= 1.8 and 7.8 Hz, IH), 7.85 (d, J= 3.6 Hz, IH), 8.38 (br, IH), 8.56 (dd, J= 1.2 and 3.9 Hz, 
IH); ifp NMR (282 MHz, CDCI3): 5 -170.49; LCMS: ret. time: 10.10 min.; purity: 100%; 
15 MS (m/e): 312.08 (mt). 

7.3.318 N4-(3,5-Dimethoxyphenyl)-N2-(3-hydroxypheiiyl)-5-fluoro- 
2,4-pyriiiudmediamine (R926802) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,5- 
20 dimethoxyphenyl)-5-fluoro-4-pyrimidineamine with 3-hydroxyaniline gave N4-(3,5- 
dimethoxyphenyl)-N2-(3-hydroxyphenyl)-5-fluoro-2,4-pyrimidinediarnine. LCMS: ret. 
time: 18.98 min.; purity: 90%; MS (m/e): 357 (MH*). 

7.3.319 N4-(3,5-Dimethoxyphenyl)-N2-(2-ethoxycarbonyImdol-7-yl)- 
5-fluoro-2,4-pyriiiiidinediaiiime (R926803) 

25 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyplienyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,5- 
dimethox3^henyl)-5-fluoro-4-pyrimidineamine with 2-ethoxycarbonyl-7-aminoindole gave 
N4-(3,5-dimethoxyphenyl)-N2-(2-ethoxycarbonylindol-7-yl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 24.21 min.; purity: 91%; MS (m/e): 452 (MH^. 
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7.3.320 N2-(3,4-Dimethoxyphenyl)-N4-(4-ethoxypheiiyl)-5-fluoro-2,4- 
pyrimidinediamine (R926108) 

Ih like maimer to the preparation of N4-(3,4-ethylenedioxyplienyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriinidinediamine, the reaction of 2-chloro-N4-(4-ethoxyphenyl)-5- 
5 fluoro-4-pyrimidineaniine with 3,4-dimethoxyaniliae gave N2-(3,4-dimethoxyphenyl)-N4- 
(4-ethoxyphenyl)-5-fluoro-2,4-pyrimidinediamine. NMR (CDCI3): 5 7.89. (d, IH, J= 3 
Hz), 7.45 (bd, 2H, J= 9 Hz), 7.20 (d, IH, J= 2.4 Hz), 6.96-6.77 (m, 5H), 6.63 (bs, IH), 4.03 
(q, 2H, J= 7.2 Hz), 3.86 (s, 3H), 3.72 (s, 3H), 1.42 (t, 3H, J= 7.2 Hz); NMR (CDC13): - 
47473. 

10 7.3.321 N4-(4-Ethoxyphenyl)-N2-(3-hydroxyphenyl)-5-fluoro-2,4- 

pyrimidinediamine (R926146) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(4-ethoxyphenyl)-5- 
fluoro-4-pyrimidineamine with 3-hydroxyaniline gave N4-(4-ethoxyphenyl)-N2-(3- 
1 5 hydroxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 'H NMR (CD3OD): 5 7.79 (d, IH, J= 4.2 
Hz), 7.54 (dd, 2H, J= 2.4 and 7.2 Hz), 7.05-6.97 (m, 3H), 6.87 (dd, 2H, J= 2.4 and 4.2 Hz), 
6.41 (m, IH), 4.02 (q, 2H, J= 6.6 Hz), 1.38 (t, 3H, J= 6.9 Hz); ^^F NMR (CD3OD): - 47444; 
LCMS: ret. time: 21.15 min.; purity: 98%; MS (m/e): 341 (Mtf). 

7.3.322 N4-(4-Ethoxyphenyl)-N2-(3,4-ethylenedioxyphenyl)-5-fluoro- 
20 2,4-pyriimduiediamine (R926213) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(4-ethoxyphenyl)-5- 
fluoro-4-pyrimidineamine with 3,4-ethylenedioxyaniline gave N4-(4-ethoxyphenyl)-N2- 
(3,4-ethylenedioxyphenyl>5-fluoro-2,4-pyrimddinediamine. ^H NMR (CDCI3): 8 7.87 (d, 
25 IH, J= 3Hz), 7.47 (dd, 2H, J= 2.4 and 5.1 Hz), 7.18 (d, IH, J= 2.4 Hz), 6.91-6.85 (m, 3H), 
6.79-6.73 (m, 2H), 6.64 (bs, IH), 4.25 (bs, 4H), 4.05 (q, 2H, J= 6.9 Hz), 1.43 (t, 3H, J= 7.2 
Hz); ^VnMR (CDCI3): - 47467; LCMS: ret. time: 24.32 min.; purity:. 90%; MS (m/e): 383 
(MH*). 

7.3.323 N4-(3,4-Diinethoxyphenyl)-N2-(4-ethoxyphenyI)-5-fluoro-2,4- 
30 pyrunidmediamme (R926145) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fIuoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
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dimethoxyphenyl)-5-fluoro-4-p5mmidmeamine with 4-ethoxyaniline gave N4-(3,4- 
dimethoxyphenyl)-N2-(4-ethoxyphenyl)-5-fluoro-2,4-pyrinudmediai^ NMR 
(CDCI3): 5 7.90 (bs, IH), 7.37 (dd, 2H, J= 2.4 and 6.3 Hz), 7.21 (d, IH, J= 2.4 Hz), 7.03 
(dd, IH, J=2.4 and 8.1 Hz), 6.86-6.80 (m, 4H), 6.65 (bs, IH), 4.0Q (q, 2H, J= 7.2 Hz), 3.89 
5 (s, 3H), 3.75 (s, 3H), 1 .39 (t, 3H, J= 6.9 Hz); NMR (CDCI3): -47501 ; LCMS: ret time: 
22.69 min.; purity: 98%; MS (m/e): 385 (MH^. 

7.3.324 N4-(3,4-Diinethoxyphenyl)-5-fluoro-N2-(3-hydroxypheiiyl)- 
2^-pyrimidinediaiiime (R926147) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
1 0 hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 

dimethoxyphenyl)-5-fluoro-4-pyrimidineamine with 3-hydroxyaniUne gave N4-(3,4- 
dimethoxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine. . ^H NMR 
(CD3OD): 5 7.77 (d, IH, J= 3.3 Hz), 7.15 (d, IH, J= 2.4 Hz), 7.05 (dd, IH, J= 2.4 and 8.4 
Hz), 7.00-6.90 (m, 4H), 6.80 (d, IH, J= 8. 1 Hz), 6.40 (m, IH), 4.05 (q, 2H), 3.80 (s, 3H), 
15 3.75 (s, 3H), 1.20 (t, 3H); ^^F NMR (CD3OD): - 47223;. LCMS: ret. time: 17.94 min.; 
purity: 99%; MS (m/e): 357 (Mrf). 

7.3.325 N2-(3,4-Dimethoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyl)- 
2,4-pyrimidmediamme (Et926113) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
20 hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 3,4-dimethoxyaniline gave N2-(3,4- 
dimethoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. 'H NMR 
(CDCI3): 5 7.90 (d, IH, J= 6.6 Hz), 7.59 (bs, IH), 7.30 (s, IH), 7.20-7.10 (m, 2H), 7.00-6.75 
(m, 4H), 6.59 (bd, IH, J= 7.8 Hz), 3.87 (s, 3H), 3.84 (s, 3H); NMR (CDCI3): - 47229; 
25 LCMS: ret. time: 17.77 min.; purity: 78%; MS (m/e): 357 (MET^. 

7.3.326 N2-(4-Ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyriiiudinediaiiiiiie (R926395) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
liydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
30 hydroxyphenyl)-4-pyrimidineamine with ethyl-4-aminophenoxyacetate gave N2-(4- 
ethoxycarbonylmethyleneoxyph,enyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. 'H NMR (CD3OD):. 8 7.90 (d, IH, J= 5.1 Hz), 7.35 (dd, 2H, J= 2.1 and 
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7.2 Hz), 7.13 (t, IH, J= 7.2 Hz), 7.10 9d, IH, J= 6.6 Hz), 6.96 (dd, 2H. J= 2.4 and 7.2 Hz), 
6.67 (m, IH), 4.72 (s, 2H), 4.25 (q, 2H, J= 7.2 Hz), 1.29 (t, 3H, J= 7.2 Hz); ^"F NMR 
(CD3OD): - 21885; LCMS: ret. time: 20.18 min.; purity: 92%; MS (m/e): 399 (mt). 

7.3.327 5-Bromo-N2-(4-ethoxycarbonylmethyIeneoxypheiiyl)-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinedlaiiiine (R926396) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3-hydroxyphenyl)-4- 
pyrimidineamine with ethyl 4-aminophenoxyacetate gave 5-bromo-N2-(4- 
ethoxycarbonyhnethyleaeoxyphenyl)-N4-(3-hydroxyphenyl)-2,4-pyrimidinediainine. 
LCMS: ret. time: 21.64 min.; purity: 92%; MS (m/e): 459 (Mit). 

7.3.328 N2-(4-Ethoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
2,4-pyrumdinediainine (R926211) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphetiyl)-5-fluoro- 
4-pyrimidineamine and 4-ethoxyaniline were reacted to yield N2-(4-ethoxyphenyl)-N4- 
(3,4-ethylenedioxyphenyl)-5-fliioro-2,4-pyrimidinediamine. ^HNMR (CDCI3): 5 7.88 (bs, 
IH), 7.40 (bd, 2H, J= 8.7 Hz), 7.27 (bd, 2H, J= 6.3 Hz), 6.95 (dd, IH, J= 3 and 9 Hz), 6.86- 
6.77 (m, 3H), 6.58 (s, IH), 4.28 (bs, 4H), 4.01 (q, 2H, J= 6.9 Hz), 1.40 (t, 3H, J= 6.9 Hz); 
LCMS: ret. time: 24.46 min.; purity: 90%; MS (m/e): 383 (MH^). 

7.3.329 N2-(3,4-Dimethoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-2,4-pyriiiiidinediaiiime (R926212) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediainine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
4-pyrimidineamine and 3,4-dimethoxyaniline were reacted to yield N2-(3,4- 
dimethoxyphenyl)-N4-(3 ,4-ethylenedioxyphenyl)- 5-fluoro-2,4-pyrimidinediamine. LCMS : 
ret. time: 20.98 min.; purity: 74%; MS (m/e): 399 (MH^). 

7.3.330 N2-(3-Cliloro-4-fluorophenyl)-N4-(3,4-ethyIenedioxyphenyI)- 
5'-fluoro-2,4-pyrmiidmediamme (R926218) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
4-pyrimidineamine and 3-chloro-4-fluoroaniline were reacted to yield N2-(3-chloro-4- 
fluorophenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyriniidinedianiine. ^HNMR 
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(CD3OD): 5 7.75 (bd, IH), 7.70 (bd, IH), 7.18 (m, IH), 7.10 (m, IH), 6.90 (m, 2H), 6.75 
(m, IH), 4.20 (bs, 4H); LCMS: ret. time: 25.04 min.; purity: 99%; MS (m/e): 392 (Mit). 

7.3.331 N2-(4-tert-Butylphenyl)-N4-(3,4-ethylenedioxyplienyl)-5- 
fluoro-2,4-pyrimidinediamine (R926219) 

5 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine,2-cMoro-N4-(3,4-ethylenedioxyphenyl)-5-fluo 
4-pyrimidineamine and 4-tert-butylaniline were reacted to yield N2-(4-tert-butylphenyl)- 
N4<3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. NMR (CDCI3): 5 7.85 
(d, IH, J= 3.6 Hz), 7.44 (bdd, 2H, J= 6.3 Hz), 7.35-7.31 (m, 3H), 6.93 (dd, IH, J= 2.7 and 

10 8.7 Hz), 6.83 (d, IH, J= 9 Hz), 6.80 (bs, IH), 4.23 (s, 4H), 1.28 (s, 9H); LCMS: ret. time: 
27.67 min.; purity: 98%; MS (m/e): 395 (MH"). 

7.3.332 N4-(3,4-Ethylenedioxyphenyl)-N2-(4-fluorophenyl)-5-fluoro- 
2,4-pyriinidmediamiiie (R926220) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
1 5 hydTOxyphenyl)-2,4-pyriniidinedianiine, 2-chloro-N4-(3,4-ethylenedioxypheayl)-5-fluoro- 
4-pyrimidineamine and 4-fluoroaniline were reacted to yield N4-(3,4-ethylenedioxyphenyl)- 

N2-(4-fluorophenyl)-5-fluoro-2,4-pyrimidinediaminc. 'H NMR (CDCI3): 6 7.92 (bs, IH), 
7.80 (bs, IH), 7.60 (bd, 2H), 6.90 (m, 2H), 6.80 (bs, IE), 6.65 (bs, IH), 4.25 (s, 4H); 
LCMS: ret. time: 22.87 min.; purity: 97%- MS (m/e): 357 (MH^^. 

20 7.3.333 N4-(3,4-Ethylenedioxyphenyl)-N2-(3-fluoropheiiyl)-5-nuoro- 

2,4-pyriiiiidmediamme (R926221) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
4-pyrimidineamine and 3-fluoroaniline were reacted to yield N4-(3,4-ethylenedioxyphenyl)- 
25 N2-(3-fluorophenyl)-5-fluoro-2,4-pyrimidinediamine. ^H NMR (CDCI3): 6 7.76 (d, IH, J= 
5.6 Hz), 7.39 (m, 2H), 7.14 (d, IH, J= 2.4 Hz), 6.94-6.85 (m, 3H), 6.75 (d, IH, J= 9. Hz), 
4.21 (s, 4H); LCMS: ret. time: 22.60 min.; purity: 100%; MS (m/e): 357 (MH*). 

7.3.334 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(2-methoxyethyl)- 
2,4-pyrimidmediainine (R926229) 

30 In like manner to the preparation of N4-(3 ,4-ethylenedioxyphenyl)-5 -fluoro-N2-(3 - 

hydroxyphenyl)-2,4-pyrimidinedianiine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
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4-pyrimidineamine and 2-metiioxyethylamiQe were reacted to yield N4-(3,4- 
ethylenedioxyphenyl)~5-fluoro -N2-(2-methoxyethyl)-2,4-pyriinidinedianiine. ^HNMR 
(CDCI3): 5 7.81 (bs, IH), 7.33 (d, IH, J= 2.4 Hz), 6.93 (dd, IH, J= 2.4 Hz and 9 Hz), 6.81 
(d, IH, J= 9 Hz), 6.53 (s, IH), 4.25 (bs, 2H), 3.54 (bs, 2H), 3.36 (s, 3H); LCMS: ret. time: 
5 18.01 min.; purity: 100%; MS (m/e): 321 (MH^. 

7.3.335 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(4- 

methoxybenzyl)-2,4-pyriiiiidmediaiiune (R926230) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediarnine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
1 0 4-pyrimidineamine and 4-methoxybenzylamine were reacted to yield N4-(3,4- 

e1hylenedioxyphenyl)-5-fluoro-N2-(4-methoxybenzyl)-2,4-pyrimidinediamine. 'H NMR 
(CDCI3): 6 7.81 (d, IH, J= 2.7 Hz), 7.27 (m, 3H), 6.86 (m, 3H), 6.52 (s, IH). 5.14 (s, IH), 
4.46 (d, 2H, J= 5.4 Hz), 4.24 (s, 4H), 3.78 (s, 3H); LCMS: ret. time: 23.06 min.; purity: 
94%; MS (m/e): 383 (MH+). 

15 7.3.336 N2-(2^-Difluorobenzodioxol-5-yl)-N4-(3,4- 

ethylenedioxyphenyl)-5-fluoro-2^-pyrimidmediaimne 
(R926386) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriniidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
20 4-pyrimidineamine and 2,2-difluoro-5-aminobenzodioxole were reacted to yield N2-(2,2- 
difluorobenzodioxol-5-yl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 

^HNMR (CDCI3): 5 9.39 (s, IH), 9.24 (s, IH), 8.06 (d, IH, J= 5.6 Hz), 7.87 (d, IH, J= 1.8 
Hz), 7.27-7.19 (m, 3H), 7.08 (dd, IH, J= 2.4 and 8.7 Hz), 6.80 (d, IH, J= 9Hz), 4.21 (bs, 
4H); ^^F NMR (CDCI3): -14012 and - 46487; LCMS: ret. time: 25.32 min,; purity: 100%; 
25 MS (m/e): 419 (MET*). 

7.3.337 N2-(2-Ethoxycarbonyliiidol-5-yl)-N4-(3,4- 

ethylenedioxyphenyl)-5-fluoro-2,4-pyriimdmediaiiiine 
(R926476) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

30 hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
4-pyrimidineamine and 2-ethoxycarbonyl-5-aminoindole were reacted to yield N2-(2- 
ethoxycarbonylindol-5-yl>N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 
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NMR (CDCI3): 5 7.84 (d, IH, J= 5.4 Hz), 7.76 (d, IH, J= 3.6 Hz), 7.50 (d, IH, J= 9 Hz), 
7.23-7.15 (m, 3H), 7.03 (bd, IH, J= 8.7 Hz), 6.78 (d, IH, J= 8.7 Hz), 4.38 (q, 2H, J= 7.2 
Hz), 4.22 (s, 4H), 1.41 (t, 3H, J= 6.9 Hz); LCMS: ret. time: 23.58 min; purity: 100%; MS 
(m/e): 451 (MH^. 

5 7.3.338 N2-(4-Cyanomethyleneoxyphenyl)-N4-(3,4- 

ethylenedioxyphenyl)-5-lluoro-2,4-pyriimdinediamine 
(R926480) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrinudinedianiine, 2-chloro-N4-(3,4-ethylenedioxyphenyI)-5-fluoro- 
1 0 4-pyrimidineamine and 4-cyanomethyleneoxyaiiiline were reacted to yield N2-(4- 

cyanomethyleneoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyriimdinedian^ 
^H NMR (CDCI3): 8 7.87 (d, IH, J= 3.6 Hz), 7.52 (d, IH, J= 8.7 Hz), 7.38 (bs, IH), 7.28 (d, 
IH, J= 2.4 Hz), 6.96-6.86 (m, 3H), 6.65 (bd, IH), 4.73 (s, 2H), 4.29 (m, 4H); NMR 
(CDCI3): - 47416; LCMS: ret. time: 20.49 min.; purity: 100%; MS (m/e): 394 (MH*). 

15 7.3.339 N2-(3-Ethoxycarbonylmethyleneoxyphenyl)-N4-(3,4- 

ethyIenedioxyphenyO-5-fluoro-2,4-pyriiiiidinediamme 
(R926482) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

20 4-pyrlmidineamine and ethyl-3-anmiophenoxyacetate were reacted to yield N2-(3- 
ethoxycarbonylmethyleneoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine. 'H NMR (CDCI3): 5 10.53 (s, IH), 8.18 (s, IH), 7.67 (d, IH, J= 4.8 
Hz), 7.19-7.02 (m, 5H), 6.86 (d, IH, 9Hz), 6.71 (dd, IH, J= 1.8 and 9 Hz), 4.51 (s, 2H), 
4.25 (m, 6H), 1.29 (t, 3H, J= 7.5 Hz); NMR (CDCI3): - 45640; LCMS: ret. time: 22.71 

25 min.; purity: 99%; MS (m/e): 441 (MH^. 

7.3.340. N2-(3-Ethoxycarbonylphenyl)-N4-(3,4-ethylenedioxyphenyI)- 
5-fluoro-2,4-pyriiiiidmedj[anime (R925745) 

la. like manner to preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrinudinediamine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
30 4-pyrimidineamine and 3-ethoxycarbonylaniline gave N2-(3-ethoxycarbonylphenyl)-N4- 
(3,4-ethyIenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. NMR (CDCI3): 6 8.04 (bs, 
IH), 7.94 (bs, IH), 7.90 (bd, IH), 7.68 (bd, IH, J= 7.5 Hz), 7.35 (t, IH, J= 8.1 Hz), 7.28 (d, 
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IH, J= 2.4 Hz), 7.07 (s, IH), 6.93 (dd, IH, J= 3 and 8.7 Hz), 6.83 (d, IH, J= 9 Hz), 6.64 (bs, 
IH), 4.36 (q, 2H, J= 7.2 Hz), 4.26 9s, 4H), 1.35 (t, 3H, J= 7.5 Hz); NMR (CDCI3): - 
47247; LCMS: ret. time: 15.88.; purity: 100%; MS (m/e): 411 (M£t). 

7.3.341 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(2-hydroxyethyl)- 
5 2,4-pyrimidinediamme (R925746) 

In like manner to preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrinudiiiediamine,2-chloro-N4-(3,4-ethylenedioxyphenyI)-5-fluoro- 
4-pyriniidineamineand 2-hydroxyefhylamine gave N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(2-hydroxyethyl)-2,4-pyrimidinediamine. ^H NMR (CD3OD): 5 7.7 (bs, IH), 7.32 (d, 
10 IH, J= 2.4 Hz), 7.05 (dd, IH, J= 2.4 and 9 Hz), 6.75 (d, IH, J= 8.9 Hz), 4.21 (s, 4H), 3.67 
(t, 2H, J= 5.7 Hz), 3.38 (t, 2H, J= 5.4 Hz); ^'F NMR (CD3OD): - 48518; LCMD: ret. time: 
15.54 min.; purity: 100%; MS (m/e): 307 (MH^. 

7.3.342 N2-(4-EthoxycarbonylmethyleneoxyphenyI)-N4-(3,4- 
ethylenedioxypheny0-5-fluoro-2,4-pyriiiiidinediaiiiine 

15 (R925747) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrinudinedianiine,2-chloro-N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
4-pyrimidineamineand ethyl-4-aminophenoxyacetate gave N2-(4- 
ethoxycarbonylmethyleneoxyplienyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4- 
20 pyrimidinediamine. ^H NMR (CDCI3): 8 7.88 (bs, IH), 7.42 (dd, 2H, J= 2.4 and 6.9 Hz), 
7.28 (d, IH, J= 3 Hz), 6.95-6.81 (m, 4H), 6.59 (s, IH), 4.59 (s, 4H), 4.28 (q, 2H, J= 6.2 Hz), 
1.30 (t, 3H, J= 6.1 Hz); 19F NMR (CDC13): - 47570; LCMS: ret. time: 22.74 min.; purity: 
100%; MS (m/e): 441 (MH^). 

7.3.343 N2-(3-Chloro-4-hydroxy-5-metiiylphenyl)-5-fluoro-N4-(3- 
25 hydroxyphenyl)-2,4-pyriiiiidmediaiiime (R940233) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphmyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 

hydroxyphenyl)-4-pyrimidineaniine with 3-chloro-4-hydroxy-5-methylaniline gave N2-(3- 
chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. 

30 LCMS: retn, time: 19.20 min.; purity: 94%; MS (m/e): 360 (M"); NMR (CDCI3): 5 7.93 
(IH, d, J= 3.1 Hz), 7.54 (IH, d, J= 2.6 Hz), 7.3Q (IH, t, J= 2.1 Hz), 7.21 (IH, t, J= 7.9 Hz), 
7.02 (3H, m). 6.78 (IH, s). 6.61 (IH, dd, J= 7.9 Hz, J= 2.1 Hz), 2.26 (3H, s). 
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7.3.344 N4-(3-Chloro-4-hydroxy-5-methylphenyl)-5-nuoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidiitediaiiiine (R940235) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3-chloro-4- 
5 hydroxy-5-methylphenyl)-4-pyrlniidineainine with 3-hydroxyanilnie gave N4-(3-chloro-4- 
hydroxy-5-methylphenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyriinidinediamine. LCMS: 
retn, time: 18.20 min.; purity: 94%; MS (m/e): 360 (M*); 1 □ □ □ □ (DMS0-d6): 5 9.26 (IH, 
s), 9.23 (IH, s), 9.16 (IH, s), 8.89 (IH, s), 8.14 (IH, d, J=4.5 Hz), 7.66 (IH, d, J= 2.1 Hz), 
7.60 (IH, d, J= 2.1 Hz), 7.29 (IH, d, J= 8.4 Hz), 7.11 (IH, s), 7.06 (IH, t, J= 8.4 Hz), 6.41 
1 0 (IH, d, J= 8.4 Hz), 2.30 (3H, s). 

73.345 N2-(3,4-Dimethoxypheiiyl)-5-nuoro-N4-[4-[3-(N- 

morpholmyI)propyl]oxyphenyl]-2,4-pyrimidinediainine 
(R940250) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
15 h.ydroxyphenyl)-2,4-pyrinudinediamine, the reaction of 2-chloro-5-fluoro-N4-[4-[3-(N- 
morpholinyl)propyl]oxyphenyl]-4-pyrinudineainine with 3,4-dimethoxyaniline gave N2- 
(3,4-dimethoxyphenyl)-5-fluoro-N4-[4-[3-(N-morpholinyl)propyl]oxyphenyl]-2,4- 
pyrimidinediamine. LCMS: retn, time: 14.72 min.; purity: 94%; MS (m/e): 484 (MH^); 'H 
NMR (CDCI3): 6 7.89 (IH, d, J= 3.3 Hz), 7.47 (2H, d, J= 9 Hz), 7.22 (IH, d, J- 2.2 Hz), 
20 6.93-6.76 (5H, m), 6.64 (IH, d, J= 2.2 Hz), 4.01 (2H, t, J= 5.6 Hz), 3.86 (3H, s), 3.72 (3H, 
s), 3.71 (4H, m), 2.58-2.44 (6H, m), 1.97 (2H, m). 

7.3.346 N2-(3-Chloro-4-hydroxy-5-inethyIphenyl)-5-fluoro- N4-I4-[3- 
(N-morpholmyl)propyl]oxyphenyl]-2,4-pyriiiiidinediamine 
(R940251) 

25 In like manner to the preparation of N4-(3,4-ethylenedioxyph.enyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-[4-[3-(N- 
morpholinyl)propyl]oxyphenyl]-4-pyrimidineamine with 2-chloro-4-hydroxy-5- 
methylaniline gaveN2-(2-chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N4-[4-[3-(N- 
morpholinyl)propyl]oxyphenyl]-2,4-pyrimidinedianiine. LCMS: retn, time: 15.19 min.; 

30 purity: 94%; MS (m/e): 488 (MH^; ^H NMR (CDCI3): 5 7.89 (IH, d, J= 3.3 Hz), 7.52 (IH, 
d, J= 2.5 Hz), 7.44 (2H, d, 8.7 Hz), 6.97 (IH, d, J=. 2.5 Hz), 6.91 (2H, d, 9 Hz), 6.71 (IH, s), 
6.64 (IH, 2.5 Hz), 4.03 (2H, t, J= 6.03 Hz), 3.74 (4H, t, J= 4.65 Hz), 2.60-2.43 (6H, m), 
2.23 (3H,s), 1.49 (2H,m). 
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7.3.347 N4-(3,5-Dimethyl-4-hydroxyphenyl)-N2-(3- 
ethoxycarboiiylmethyleiieoxyplienyl)-5-fluoro-2,4- 
pyrimidinediainine (R940253) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyI)-5-fluoro-N2-(3- 
hydroxyplienyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,5-dimethyl-4- 
hydroxyphenyl)-5-fluoro-4-pyrimidineamine with ethyl 3-aminophenoxyacetate gave N4- 
(3,5-dimethyl-4-hydroxyphenyl)-N2-(3-ethoxycarbonyknethyleneoxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: retn, time: 21.79 min.; purity: 91. %; MS (m/e): 427 (MDEI*); IH 
NMR (DMS0-d6): 8 9.80 (IH, s), 8.30 (IH, s), 8.23 (IH, d, J= 4.5 Hz), 7.37-7.17 (5H, m), 
6.66 (IH, d, J= 9 Hz), 4.73 (2H, s), 4.25 (2H, q, J= 7.2 Hz), 2.23 (6H, s), 1.29 (3H, t, J= 7.0 
Hz). 

7.3.348 N2-(3-^eri'-Butylphenyl)-N4-(3- 
ethoxycarbonylmethyIeneoxyphenyl)-5-fluoro-4- 
pyrinudinediamine (R940266) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fIuoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinedianiine, the reaction of 2-chloro-N4-(3- 
ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-4-pyriniidineaimne with 3-fe/t-butylaailine 
gaveN2-(3-ter?-butylphenyl)-N4-(3-ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-4- 
pyrimidinediamine. LCMS: retn, time: 28.17 min.; purity: 96 %; MS (m/e): 439 (M^, 440 
(M£t)i 'H NMR (DMS0-d6): 5 9.40 (IH, s), 9.19 (IH, s), 8.21 (IH, d, J= 3.6 Hz), 7.78 
(IH, d, J= 8.5 Hz) 7.60 (2H, m), 7.48 (IH, t, J= 2 Hz), 7.31 (IH, t, J= 8.5 Hz), 7.25 (IH, t, 
J= 8.5 Hz), 7.02 (IH, d, J= 8.5 Hz), 6.70 (IH, dd, J= 8.5 and 2 Hz), 4.79 (2H, s), 4.26 (2H, 
q, J= 7.2 Hz), 1.33 (9H, s), 1.29 (3H, t, J= 7.2 Hz). 

73.349 5-Fluon)-N4-(3-isopropylphenyl)-N2-(2- 

methoxycarbonylbenzofur-5-yl)-2,4-pyrimidmediammeand 

5-fluoro-N2-(2-ethoxoxycarbonylbenzofur-5-yl)-N4-(3- 

isopropylphenyl)-2,4-pyriimdmediaiiimeR940284 

In like mamier to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(3-isopropylphenyl)-4- 
pyrimidineamine and ethyl 3-aminophenoxyacetate were reacted to give the mixture of 5- 
fluoro-N4-(3-isopropylphenyl)-N2-(2-methoxycarbonylbenzofiir-5-yl)-2,4- 
pyrimidinediamine and 5-fluoro-N2-(2-ethoxoxycarbonylbenzofur-5-yl)-N4 -(3- 
isopropylphenyl)-2,4-pyrimidinediamine. (R = COaMe). LCMS: retn, time: 25.41 min.; 
purity: 60.61 %; MS (m/e): 411 (MH^; IHNMR (DMS0-d6): 6 9.38 (IH, s), 9.29 (IH, s), 
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8.20 (IH, d, J= 3.9 Hz), 7.85 (IH, d, J= 9.3 Hz), 7.58 (IH, t, J= 1.6 Hz), 7.43-7.33 (3H, m), 
7.18 (IH, t, J= 8.2 Hz), 7.05 (IH, d, J= 7.8 Hz), 6.53 (IH, dd, J= 8.4 Hz, J= 2.1 Hz), 4.72 
(2H, s), 3.79 (3H, s), 2.95 (IH, quint, J= 7.2 Hz), 1.26 (6H. d, J= 7.2 Hz) (R = COjEt) 
LCMS: retn, time: 26.99 min.; purity: 39 %; MS (m/e): 425 (Mit); IHNMR (DMSO-de): 
5 5 9.38 (IH, s), 9.29 (IH, s), 8.20 (IH, d, J= 3.9 Hz), 7.85 (IH, d, J= 9.3 Hz), 7.58 (IH, t, J= 
1.6 Hz), 7.43-7.33. (3H, m), 7.18. (IH, t, J= 8.2 Hz), 7.05 (IH, d, J= 7.8 Hz), 6.53 (IH, dd, 
J= 8.4 and 2.1 Hz), 4.71 (2H, s), 4.25 (2H, q, J= 7.2 Hz), 2.95 (IH, quint, J= 7.2 Hz), 1.31 
(3H, t, J= 7.2 Hz), 1.26 (6H, d, J= 7.2 Hz). 

7.3.350 N4-(3- ^eri'-Butylphenyl)-5-nuoro-N2-(2- 

1 0 methoxycarbonylbenzofar-5-yl)-2,4-pyriiiudinediaiiiine 

R940281 

In like maimer to. the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyroxyphenyl)-2,4-pyrimidinediamine,N4-(3-terf-butylphenyl)-2-chloio-5-fluoro-4- 
pyrimidineamine and 2-methoxycarbonyl-5-aminobenzofuran were reacted to give N4-(3- 
15 ter^butylphenyl)-5-fluo^o-N2-(2-methoxycarbonylbe^zofllr-5-yl)-2,4-pyrirmdinedianm 
LCMS: retn, time: 26.76 min.; purity: 97 %; MS (m/e): 435 (MH^; IH NMR (DMS0-d6): 
5 9.41 (2H, sl), 8.27 (IH, s), 8.21 (IH, d, J 3.9 Hz), 7.98 (IH, m), 7.77-7.60 (3H, m), 7.37 
(IH, t, J 8.1 Hz), 7.22 (IH, d, J 8.1 Hz), 3.98 (3H, s), 1.34 (9H, s). 

7.3.351 5-ilnoro-N4-(3-isopropylphenyl)-N2-(2- 

20 methoxycarbonyIbenzofur-5-yl)-2,4-pyriiiiidiiiediainine 

R940283 

In like mamier to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hyroxyphenyl)-2,4-pyrimidinediamine,2-chloro-5-fluoro-N4-(3-isopiopylphenyl)-4- 
pyrimidineamine and 2-methoxycarbonyl-5-aniinobenzofuran were reacted to give 5-fluoro- 
25 N4-(3-isopropylphenyl)-N2-(2-methoxycarbonylbenzofur-5-yl)-2,4-pyriraidinediamine. 
LCMS: retn, time: 26.05 min.; purity: 99 %; MS (m/e): 420 (M*), 422 (MH^; 'H NMR 
(DMSO-d6): 6 10.00 (IH, s), 9.95. (IH, s), 8.31 (IH, d, J= 4.8 Hz), 8.11 (IH, s), 7.74 (3H, 
m), 7.35 (IH, s), 7.35 (IH, t, J= 7.2 Hz), 7.12 (IH, d, J= 7.2 Hz), 3.99. (3H, s), 2.83 (IH, 
sept, J= 6.9 Hz), 1.20 (6H, d, J= 6.9 Hz). 
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7.3.352 N2-(l,l-Daydroisobenzoftiraii-l-one-6-yl)-N4-(3,4- 

ethylenedioxyphenyI)-5-fluoro-2,4-pyrinaidinediamine 
(R926786) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
5 hydroxyphenyl)-2,4-pyrimidiaediamiQe, the reaction of 2-chloro-N4-(3 ,4- 

ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 6-amino-l,l-dihydroisobenzofuran- 
l-onegaveN2-(l,l-dihydroisobenzofuran-l-one-6-yl)-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-2,4-pyriniidinediainine. ^HNMR (DMS0-d6): 5 10.20 (s, IH), 9.85 (s, IH), 8.22 (d, 
IH, J= 4.8 Hz), 8.10 (d, IH, J= 1.2 Hz), 7.86 (dd, IH, J= 2.4 and 8.7 Hz), 7.54 (d, IH, J= 
10 8.4 Hz), 7.22 (d, IH, J= 2.4 Hz), 7.13 (dd, IH, J= 2.1 and 9 Hz), 6.81 (d, IH, J= 8.7 Hz), 

5.34 (s, 2H), 4.20 (s, 4H); LCMS: ret. time: 17.40 min.; purity: 83%; MS (m/e): 395 (MH^.. 

7.3353 N2-[3-(3-Acetamidophenoxy)propyl]-N4-(3,4- 

ethylenedioxyphenyl)-5-fluoro-2,4-pyriimdmediaimne 
(R926787) 

15 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 3-N-acetamidophenoxy-3- 
propylaminegaveN2-[3-(3-acetaimdophenoxy)propyl]-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-2,4-pyrimidinediamine. 'H NMR (DMS0-d6): 8 10.45 (bs, IH), 10.07 (s, IH), 8.42 

20 (s, IE), 8.20 (s, IH), 7.37 (d, IH, J= 3 Hz), 7.3 1 (s, IH), 7.20-7.05 (m, 3H), 6.83 (d, IH, J= 
9Hz), 6.53 (d, IH, J= 6.6 Hz), 4.18 (s, 4H), 3.95 (t, 2H, J= 6 Hz), 2.48 (m, 2H), 2.07 (s, 3H), 
1.96 (t, 3H, J= 7.8 Hz); LCMS: ret. time: 19.58 min.; purity: 99%; MS (m/e): 454 (MH*). 

7.3.354 N2-I4-(4,5-Dichloro-lH-iinidazol-l-yI)phenyll-N4-(3,4- 
ethyIenedioxyphenyl)-5-fluoro-2,4-pyriimdmediamme 
25 (R926788) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriraidinediamine, the reaction of 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineatnine with 4,5-dichloro-lH-imidazoleamine 
gaveN2-[4-(4,5-dichloro-lH-imidazol-l-yl)phenyl]-N4-(3,4-ethylenedioxyphenyl)-5- 
30 fluoro-2,4-pyrimidinediamine. NMR (DMS0-d6): 5 10.10 (s, IH), 9.85 (s, IH), 8.20 (d, 
IH, J= 4.2 Hz), 8.01 (s, IH), 7.78 (d, IH, J= 8.7 Hz), 7.36 (d, IH, J= 9 Hz), 7.25 (d, IH, J= 
3 Hz), 7.14 (dd, IH, J= 2.1 and 9 Hz), 6.85 (d, IH, J= 8.7 Hz); LCMS: ret. time: 23.59 min.; 
purity: 95%; MS (m/e): 474 (MEt). 
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7.3.355 N2-(2,4-Diinethoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-2,4-pyriinidinediai]iiiie (R926789) 

In like maimer to tihie preparation of N4-(3,4-ethyleaedioxyphenyl)-5-fl^loro-N2-(3- 
hydroxyphenyl)-2,4-py^imidinediamme, the reaction of 2-chloro-N4-(3,4- 

5 ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 2,4-dimethoxyaiuline gave N2- 
(2,4-dimethoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidine<Uamine. 
MMR (DMS0-d6): 5 10.35 (s, IH), 8.14 (bd, IH), 7.38 (d, IH, J= 9 Hz), 7.23 (s, IH), 7.09 
(d, IH, J= 8.7 Hz), 6.79 (d, IE, J= 8.7 Hz), 6.66 (d, IH, J= 2.4 Hz), 6.49 (dd, IH, J= 2.4 and 
9 Hz), 4.22 (s, 4H), 3.77 (s, 6H); LCMS: ret. time: 20.93 min.- purity: 98%; MS (m/e): 399 

10 (MH"^. 

7.3.356 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(4- 
isopropyIphenyl)-2^-pyriinidiiiediainine (R926790) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 

1 5 ethyIenedioxyphenyl)-5 -fluoro-4-pyrimidineamine with 4-isopropylaniline gave N4-(3 ,4- 
ethyIenedioxyphenyl)-5-fluoro-N2-(4-isopropylphenyl)-2,4-pyrimidinediamine. ^HNMR 
(T)MS0-d6): 8 10.30 (s, IH), 10.50 (s, IH), 8.22 (d, IH, J= 5.4 Hz). 7.37 (d, IH, J= 8.4 Hz), 
7.26 (d, IH, J= 3 Hz), 7.18 (s, IH), 7.15 (s, IH), 7.06 (dd, IH, J= 3.3 and 8.7 Hz), 6.81 (d, 
IH, J=. 8.7Hz), 4.23 (s, 4H), 2.85 (sept., IH, J= 7.2 Hz), 1.17 (d, 6H, J= 6.9 Hz); LCMS: 

20 ret time: 24.91 min.; purity: 95%; MS (m/e): 381 (MH*). 

7.3.357 N2-(3,5-Dimethoxyphenyl)-N4-(3,4-ethylenedioxypheiiyl)-5- 
fluoro-2,4-pyrinudinediamine CR926791) 

In like maraier to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
25 ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 3,4-dimethoxyaniline gave N2- 

(3,5-dimethoxyphenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinedianiine.^H 
NMR (DMS0-d6): 8 10.08 (s, IH), 9.99 (s, IH), 8.19 (m, IH), 7.21 (d, IH, J= 2.4 Hz), 7.14 
(dd, IH, J= 2.1 and 8.7 Hz), 6.79 (d, IH, J= 9Hz), 6.72 (s, IH), 6.20 (d, IH, J= 1.8 Hz), 
4.21 (s, 4H); LCMS: ret. time: 21.19 min.; purity: 93%; MS (m/e): 399 (MH^). 
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7.3.358 N2-(2,5-Diiiiethyl-4-hydroxyphenyl)-N4-(3,4- 

ethylenedioxyphenyl)-5-fluoro-2,4-pyri]]udinediaiiiine 
(R926792) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
5 hydroxyphenyl)-2,4-pyrimidinediainine, the reaction of 2-chloro-N4-(3,4- 

ethyleQedioxyphenyl)-5-fluoro-4-pyrimidineamine with 2,5-dimethyl-4-hydroxyaniline 
gaveN2-(2,5-dimethyl-4-hydroxyphenyl)-N4-(3,4-ethylenedioxyplienyl)-5-fluoro-2,4- 
pyrimidinediamine. NMR (CD3OD): 5 7.69 (d, IH, J= 3.9 Hz), 7.16 (d, IH, J= 2.4 Hz), 
7.05 (d, IH, J= 2.4 Hz), 7.02 (d, IH, J= 1.2 Hz), 6.66 (s, IH), 6.63 (s, IH), 6.62 (s, IH), 
10 4.19 (s, 4H), 2.12 (s, 3H), 2.10 (s, 3H); LCMS: ret. time: 19.80 min.; purity: 90%; MS 
(m/e): 383 (Mit). 

73.359 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(5-methyl-3- 
phenyl-4-oxazolyl)-2^-pyrmudinediaiiime (R926793) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
15 hydroxyphenyl)-2,4-pyrinaidinediamine, the reaction of 2-chloro-N4-(3,4- 

ethylenedioxyphenyl)-5-fliK)ro-4-pyriiriidineatnine with 5-methyl-3-phenyl-4- 
oxazolylaminegaveN4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(5-methyl-3-phenyl-4- 
oxazolyl)-2,4-pyrimidinediamine. NMR (CD3OD): 6 7.80-7.65 (m, 2H), 7.45 (bd, IH), 
7.20 (m, IH), 7.00 (m, IH), 6.65 (bd, IH), 4.20 (s, 4H), 2.35 (s, 3H); LCMS: ret. time: 
20 20.61. min.; purity: 78%; MS (m/e): 420 (Mtf). 

7.3.360 N4-(3,5-Dimethoxyphenyl)-N2-(3- 
ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-2^- 
pyrimidinediamme (R926795) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
25 hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,5- 

dimethoxyphenyl)-5-fluoro-4-pyrimidineamine with ethyl-3-aminophenoxyacetate gave 
N4-(3,5-dimethoxyphenyl)-N2-(3-ethoxycarbonylmethyIeneoxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 21.02 min.; purity: 84%; MS (m/e): 429 (MFt). 

7.3.361 N4-(3,4-Ethylenedioxyphenyl)-N2-(3- 

30 ethoxycarbonylmethyleneoxyphenyl)-5-ethoxycarbonyl-2,4- 

pyrimidinediamine QS926797) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fIuoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
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dime1hoxyphenyl)-5-e&oxycarbonyl-4-pyriimdineamm with ethyl-3-aminophenoxyacetate 
gaveN4-(3,4-etJiylenedioxyphenyl)-N2-(3-e1hoxycarbonylinethyleneoxyphenyl)-5- 
etiioxycarbonyl-2,4-pyriiQidinediamine. LCMS: ret. time: 27.60 min.; purity: 82%; MS 
(m/e): 495 (MSt). 

5 7.3.362 N4-(3-Hydroxyphenyl)-N2-(3- 

ethoxycarboiiylmethyleneoxypheiiyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine CR926798) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro- -5-ethoxycarbonyl-N4-(3- 
1 0 hydroxypheiiyl)-4-pyrimidineamine with ethyl-3-aminophenoxyacetate gave N4-(3- 
hydroxypheayl)-N2-(3-ethoxycarbonyknethyleneoxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine. LCMS: ret. time: 24.78 min.; purity: 85%; MS (m/e): 453 (MBT). 

7.3.363 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(2- 
methoxycarb onylb enzof uran-5-yl)-2,4-pyriiiiidinediainine 

15 (R926614) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineaniine with 2-methoxycarbonyl-5-aminobenzofuran gave 5- 
flubro-N4-(3-hydroxyphenyl)-N2-(2-methoxycarbonylbenzofiiran-5-yl)-2,4- 
20 pyrimidinediamine. *H NMR (CD3OD): 8 9.42 (s, IH), 9.33 (s, IH), 9.23 (s, IH), 8.26 (s, 
IH), 8.09 (d, IH. J=. 3.6 Hz), 7.59 (m, 3H), 7.13 (m, 3H), 6.53 (d, IH, J=. 7.5 Hz), 3.87 (s, 
3H),3.87(s,3H). 

7.3.364 N2-(2-Ethoxycarbonylindol-5-yl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine (R926615) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-£luoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 2-ethoxycarbony-5-aminoindole gaveN2-(2- 
ethoxycarbonylindol-5-yl)-5-fIuoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. ^H 
NMR (CD3OD): S 7.95 (d, IH), 7.84 (d, IH, J= 3.9 Hz), 7.34 (s, IH), 7.33 (d, IH, J= 1.8 
Hz), 7.22-7.19 (m, 2H), 7.11-7.05 (m, 2H), 6.55 (m, IH), 4.62 (s, 2H), 4.38 (q, IH, J=. 6.9 
Hz), 1.40 9t,3H, J= 7.5Hz). 
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7.3.365 N2-[4-(4,5-DichIoro-lH-iimdazol-l-yl)phenyl]-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyriimdmedianune (R926777) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
5 hydroxyphenyl)-4-pyriniidineamine with (4,5-dichlaro-lH-imida2;ol-l-yl)-4-aniline gave 
N2-[4-(4,5-dichloro-lH-imidazol-l-yl)phenyl]-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. LCMS: ret. time: 22.09 min.; purity: 98%; MS (m/e): 431 (MH^. 

7.3.366 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(4-isopropylphenyl)-2,4- 
pyrimidinediamine (R926778) 

10 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyriniidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 4-isopropylamline gave 5-fluoro-N4-(3- 
hydroxyphenyl)-N2-(4-isopropylphenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 23.08 
min.; purity: 99%; MS (m/e): 439 (MH^. 

15. 7.3.367 5-Fluoro N4-(3-hydroxyphenyI)-N2-(5-methyl-4-oxazolyl-2- 

phenyl)-2,4-pyriiniduiediaimne (R926779) 

In like manner to. the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 5-methjd-4-oxazolyl-2-phenyl-l -amine gave 5- 
20 fluoroN4-(3-hydroxyphenyl)-N2-(5-methyl-4-oxazolylphenyl)-2,4-pyrimidinediamine. 
LCMS: ret. time: 23.08 min.; purity: 99%; MS (m/e): 439 (Mit). LCMS: ret. time: 19.17 
min.; purity: 81%; MS (m/e): 378 (Mit). 

7.3.368 N2-(3.5-Dimethoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyI)- 
2,4-pyriiiiidinediaimne (Rj>26780) 

25. In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 3.5-dimethoxyaniline gave N2-(3.5- 
dimethoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediancdne. LCMS: ret. 
time: 19.61 miB.; purity: 97%; MS (m/e): 357 (MH^. 
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7.3.369 N4-(4-tert-Butoxycarbonylmethyleneoxyphenyl)-5-fluoro-N2- 
(4-methoxycarbonylmethyleneoxyphenyl-2,4- 
pyrimidinediamine (R926572) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
5 hydroxyphenyl)-2,4-pyrimidiiiediamine, the reaction of N4-(4-tert- 

butoxycarbonyhnethyleneoxyphenyl)-2-cMoro-5-fluoro-4-pyriim<iineamine with methyl 4- 
aminophenoxyacetate gaveN4-(4-tert-butoxycarbonylinethyleneoxyphenyl)-5-fluoro-N2- 
(4-methoxycarbony]methyleneoxyphenyl-2,4-pyrimidinediarnine. NMR (CDCI3): 5 7.49 
(d, 2H, J= 8.7 Hz), 7.40 (d, 2H, J= 9.3 Hz), 6.89 (d, 2H, J= 9.3 Hz), 6.85 (d, 2H, J= 8.7 Hz), 
10 4.62 (s, 2H), 4.52 (s, 2H), 3.81 (s, 3H), 1.49 (s, 9H); LCMS: ret. time: 24.68 min.; purity: 
100%; MS (m/e): 499 (Mtf). 

7.3.370 5-Fluoro-N4-(3-isopropoxyphenyl)-N2-(2- 
methoxycarbonylbenzofuraii-5-yl)-2,4-pyriiiiidinediaiiiine 
(R926487) 

15 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
isopropoxyphenyl)-4-pyrinaidinediamineamine with 2-methoxycarbonyl-5- 
aminobenzofuran gave 5-fluoro-N4-(3-isopropoxyphenyl)-N2-(2- 
methoxycarbonylbenz»furan-5-yl)-2,4-pyrimidinediamine. 'HNMR (CDCI3): 8 8.09 (d, 

20 IH, J= 2.4 Hz), 7.96 (d, IH, J= 3 Hz), 7.52 (s, IH), 7.48 (t, IH, J= 1.8 Hz), 7.40 (dd, IH, J= 
6.3 Hz), 7.24 9m, 2H), 7.10 (m, IH), 6.97 (bs, IH), 6.74 (d, IH, J= 2.4 Hz), 6.68 (dd, IH, 
J= 2.1 and 6.9 Hz), 4.49 (sept, IH, J= 5.7 Hz), 3.98 (s, 3H), 1.30 (d, 6H, J= 5.7 Hz); 
LCMS: ret. time: 25.86 min.; purity: 94%; MS (m/e): 437 (MH^). 

7.3.371 N4-(4-tert-Butylphenyl)-N2-(2-ethoxycarboiiylmdol-5-yl)-5- 
25 fluoro-2,4-pyriiiiidjnediaiiime(R926474) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of N4-(tert- 
butylcarbonylmethyleneoxyphenyl)-2-chloro-5-fluoro-4-pyrimidineamine with 2- 
ethoxycarbony-5-aininolindolegaveN4-(4-tert-butylphenyl)-N2-(2-ethoxycarbonylindol-5- 
30 yl)-5-fluoro-2,4-pyrimidinediamine. 'H NMR (CDCI3): 8 8.05 (d, IH, J= 1.8 Hz), 7.85 (d, 
IH, J- 3.9 Hz), 7.58 (d, 2H, J= 9 Hz), 7.36-7.10 (m, 4H), 7.03 (s, IH), 6.95 (bd, IH), 6.84 
(dd, IH, J= 7.2 Hz), 4.36 (q, 2H, J= 7.2 Hz), 1.40 (t, 3H, J= 7.5 Hz), 1.33. (s, 9H); LCMS: 
ret. time: 28.67 min.; purity: 100%; MS (m/e): 449 (MH^. 
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7.3^72 N4-(4-tert-Butylphenyl)-5-fluoro-N2-(2- 

methoxycarbonylbenzofuran-5-yl)-2^-pyrimidmediainine 
(R926477) 

In like maimer to the preparation of N4-(3,4-ethylenediox5/phenyl)-5-fluoro-N2-(3- 
5 hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of N4-(tert- 

butylcarbonylmethyleneoxyphenyl)-2-chloro-5-fluoro-4-pyrimidineaminewith2- 
methoxycarbonyl-5-atninobenzofuran gave N4-(4-tert-butylphetiyl)-5-fluoro-N2-(2- 
niethoxycarbonylbenzofiiran-5-yl)-2,4-pyriimdinediamine. ^HNMR(CDCl3): 6 8.6 (s, IH), 
8.09 )d, IH, J= 1.8 Hz), 7.86 (d, IH, J= 3.3 Hz), 7.54-7.36 (m, 6H), 6.90 (m, 1H)3.97 (s, 
10 3H), 1 .36 (s, 9H), ''F NMR (CDCI3): -. 471 88; LCMS: ret time: 29.69 min.; purity: 84%; 
MS (m/e): 393 (M-41). 

7.3.373 N2-(3,4-Ethylenedioxyphenyl)-N4-(2- 
metlioxycarbonylbenzofuran-5-y]0-5-fluoro-2,4- 
pyrimidinediamine (R926485) 

15 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediaimne, the reaction of 2-chloro-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyriniidineamine with 2-methoxycarbonyl-5- 
aminobenzofurangaveN2-(3,4-ethylenedioxyphenyl)-N4-(2-methoxycaibonylbenzofuran- 
5-yl)-5-fluoro-2,4-pyTimidinediamine. ^HNMR (CDCI3): 6 8.07 (s, IH), 7.76 (s, IH), 7.44 

20 (m, 3H), 7.13 (m, IH), 6.68 (m, 2H0, 4.18 (s, 4H), 3.95 (s, 3H); LCMS: ret. time: 26.63 
min.; purity: 100%; MS (m/e): 437 (MH^. 

7.3.374 N4-(3-Ethoxycarbonylmethyleneoxyphenyl)-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidmediamme 
(R926774) 

25 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxypheiiyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3- 
ethoxycarbonyhnethyleneoxyphenyl)-5-fluoro-2,4-pyriinidineamine with 3,4- 
ethylenedioxyaniline gave N4-(3-ethoxycarbonylmethyleneoxyphenyl)-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrinudinediamine. ^H NMR (CDCI3): S 7.92 (d, IH, 

30 J= 3.6 Hz), 7.67 (s, IH), 7.40 (s, IH), 7.28-7.21 (m, 2H), 7.01-6.96 (m, 2H), 6.80 (m, 2H), 
6.68 (bd, IH, IH), 4.61 (s, 2H), 4.25 (m, 6H), 1.25 (t, 3H, J= 6.9 Hz); LCMS: ret. time: 
22.03 min.; purity:. 84%; MS (mye): 441 (Mit). 



249 



wo 03/063794 



PCT/US03/03022 



73.375 N4-(3-EthoxycarbonylmethyleneoxyphenyI)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriinidmediamiiie(R926775) 

In like maimer, to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyplienyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3- 
ethoxycarbonyhnethyleneoxyphenyl)-5-fluoro-2,4-pyrinudineamine with 3-hydroxyaniline 
gaveN4-(3-ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. LCMS: ret. time: 19.50 min.; purity: 84%; MS (m/e): 399 (MEt). 

7.3.376 N4-(4-Aminocarbonylmethyleneoxyphenyl)-N2-(3,4- 
ethylenedioxyphenyl)-5-fIuoro-2,4-pyrimidinediamine 
(R945171) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(4- 
aniinocarlx)nylmethyleneoxyphenyl)-5-fluoro-4-pyriimdineamine and 3,4- 
ethylenedioxyaailine gave N4-(4-aminocarbonylmethyleneoxyphenyl)-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediainine.J'HNMR (acetone-dg): 5 8 4.24- 

4.31 (m, 4H), 4.51 (s, 2H), 6.77 (d, J= 8.7 Hz, IH), 6.95 (dm, J= 8.7 Hz, IH), 7.06 (d, J= 
9.3 Hz, 2H), 7.28 (m, IH), 7.71 (d, J= 9.0 Hz, 2H), 8.15 (m, IH); LCMS: 15.23 min, 
97.05%; MS (m/e): 412.01 (MH^. 

7.3.377 (R935019): 5-Fluoro-N2-(3-hydroxyphenyI)-N4-[di-(4- 
chlorophenyl)methyl]-2,4-pyrimidmediamme 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-4-pyrimidinediamine, 3-aminophenol andN-(2-chloro-5-fluoro- 
pyrimidinyl)-l,l-di(4-chlorophenyl)methylamine produced 5-fluoro-N2-(3-hydroxyphenyl)- 
N4-[di-(4-chlorophenyl)methyl]-2,4-pyrimidinediainine. LCMS: ret. time: 25.59 min.; 
purity: 91%; MS (m/e): All (MH^-Cl). 

7.3.378 (R935020): N4-(Fluoren-9-yl)-5-fluoro-N2-(3-hydroxyphenyl)- 
2,4-pyriimdinediaiiiine: 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydroxyphenyl)-4-pyrimidinediamine, 2-chloro-N-(fluoren-9-yl)-5-fluoro-4- 
pyrimidineamine and 3-aminophenol were reacted to produce N4-(fluoren-9-yl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine. ^H NMR (CDCI3): S 7.85 (d, IH, J=2.9 
Hz), 7.74 (d, 2H, J=. 7.6 Hz), 7.64 (d, 2H, J= 7.6 Hz), 7.41-7.28 (m, 6H), 7.14-7.05 (m, 2H), 



250 



wo 03/063794 



PCT/US03/03022 



6.56 (d, IH, J= 8.8 Hz), 5.28 (d, IH, J= 8.8 Hz); LCMS: ret. time: 23.27 min.; purity: 89%; 
MS (7M/e): 385 (MH^. 

7.3.379 (R935021): (+)-5-Fluoro-N4-[l-(4-nuorophenyl)ethyl]-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediaiiime 

5 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 

hydroxyphenyl)-4-pyrimidinediamine, 3-aminophenol and (+)-N-(2-c]iloro-5- 
fluoropyrimidinyl)-l-(4-fluoropheriyl)ethylamine were reacted to produce the desired (±)-5- 
fluoro- N4-[l-(4-fluorophenyl)ethyl]-N2-(3-hydroxypheayl)-2, 4-pyrimidinediamine. 
NMR (CDCI3): 8 7.79 (d, IH, J= 3.3 Hz), 7.38-7.34 (dd, 2H, J= 5.2 and 8.5 Hz), 7.14 (t, IH, 
10 J= 4.5 Hz), 7.09 (d, IH, J= 8.5 Hz), 7.03 (d, IH, J= 8.5 Hz), 6.84 (br s, IH), 6.84-6.78 (ddd, 
IH, J= 0.8, 2.0, and 8.2 Hz), 6.46-6.42 (ddd, IH, J= 0.8, 2.0 and 8.2 Hz), 5.26 (overlapped 
dq, IH, J= 7.1 and 7.9 Hz), 5.18 (d, IH, J=7.1 Hz), 1.59 (d, 3H, J=. 7.1 Hz); LCMS: ret. 
time: 21.52 min.; pvirity: 92%; MS (m/e): 343 (MH^. 

7.3.380 (R935023): Of)-5-Bromo-N4-[l-(4-fluorophenyl)ethyl]-N2-(3- 
15 hydroxyphenyl)-2,4-pyrimidinediainine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydioxyphenyl)-4-pyrimidinediamine, 3-aminophenol and (+)-5-bromo-2-chloro-N4-[l-(4- 
fluorophenyl)ethyl]-4-pyrimidineamine were reacted to produce (if)-5-bromo- N4-[l-(4- 
fluorophenyl)ethyl]-N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine. 'H NMR (CDCI3): 8 
20 7.97 (s, IH), 7.36-7.31 (m, 2H), 7.17 (s, IH), 7.09-7.01 (m, 4H), 6.82 (dd, IH, J= 2.2 and 
8.2 Hz), 6.46 (d, IH, J= 2.2 and 8.2 Hz), 5.50 (br d, IH, J= 7.0), 5.27 (overlapped dq, IH, 
J= 7.1 and 7.9 Hz), 1.58 (d, 3H, J= 7.0 Hz); LCMS: ret. time: 22.64 min.; purity: 94%; MS 
(m/e): 404 (MH^ 

7.3.381 (R935025): 5-Bromo-N2-(3-hydroxyphenyl)-N4-(N-methyl-2- 
25 carbomethoxypyrroI-4-yl)-2,4-pyriimdmediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydroxyphenyl)-4-pyriniidinediamine, 3-aniinophenol and 5-bromo-2-chloro-N-(lSr-methyl- 
2-carbomethoxypyrrol-4-yl)-4-pyrimidmeamine were reacted to. give 5-bromo-N2-(3- 
hydroxyphenyl)-N4-(N-methyl-5-carbomethoxypyrrol-4-yl)-2,4-pyrunidinediamine. ^H 
30 NMR (CDCI3 + CD3OD): 5 7.92 (s, IH), 7.58 (d, IH, J= 8.0 Hz), 7.09 (d, IH, J= 8.5 Hz), 
7.04 (d, IH, J= 8.5 Hz), 6.90 (d, IH, J= 4.5 Hz), 6.81 (d, IH, J= 1.8 Hz), 6.5 (m, IH), 3.82 
(s, 3H), 3.75 (s, 3H): LCMS:. ret. time: 19.73 min.; purity: 90%;MS(i«/e): 419 (MH^ 
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7.3.382 (R935029): 4-Anuno-5-bromo-N2-(3-hydroxyphenyl)-2- 
pyrimidineamme 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydroxyphenyl)-4-pyriniidiiiedianime, 4-ainino-5-bromo-2-chloropyrimidiiie and 3- 
5 aminophenol were reacted to give 4-amino-5-bromo-N2-(3-liydroxyphenyl)-2- 

pyrimidineamine. 'H NMR (DMS0-d6): 8 10.33 (br s, IH), 8.27 (s, IH), 7.14-6.06 (m, 
2H), 7.01 (d, IH, J= 1.7 Hz), 6.54 (td, IH, J= 1.7 Hz and 7.0 Hz). 

7.3.383 R935134: 5-Fluoro-N4-(3-hydroxypIienyl)-N2-[4-(3-phenyl- 
l,2,4-oxadiazoI-5-yl)methyleneoxypheiiyl]-2,4- 

10 pyrimidmediamine 

The reaction of 2-cUoro-5-fluoro-N4-(3-hydroxyphenyl)-4-pyriinidineamine and 5- 
(4-aminophenoxymethyl)-3-phenyl-l,2-4-oxadiazole were reacted in microwave at 180 °C 
for 10-20 minutes at 20 bar. Upon concentration and addition of 2N HCl provided 5-fluoro- 
N4-(3-hydrDxyphenyl)-N2-[4-(3-phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4- 
15 pyrimidinediamine. ^H NMR (DMS0-d6): 8 10.21 (br s, IH), 9.91 (br s, IH), 8.18 (d, IH, 
J= 5.2 Hz), 8.03-7.99 (m, 2H), 7.61-7.53 (m, 3H), 7.46 (br d, 2H, J= 7.9 Hz), 7.14-7.01 (m, 
5H), 6.54 (app d, IH, J= 7.96 Hz), 5.56 (s, 2H); LCMS: ret. time: 24.61 min.; purity: 100%; 
MS (m/e): 471 (MH^. 

7.3.384 R935135: 5-FIuoro-N4-(4-isopropoxyphenyI)-N2-[4-(3-phenyl- 
20 1 ,2,4-oxadiazol-5-yl)methyleiieoxyphenyl]-2,4- 

pyrimidinediamme 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediarmne, 2-chloro-N4-(4- 
isoprppoxyphenyl)-4-pyrumdineaixiine and 5-(4-aminophenoxymethyl)-3-phenyl-l,2-4- 

25 oxadiazole were reacted to provide 5-fluoro- N4-(4-isopropyloxyphenyl)-N2-[4-(3-phenyl- 
l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine as fine flakes of the 
solid. 'H NMR (DMS0-d6): 5 10.21 (br s, IH), 9.93 (br s, IH), 8.17 (d, IH, J= 5.2 Hz), 
8.02-7.98 (m, 2H), 7.60-7.49 (m, 5H), 7.42 (app d, 2H, J= 7.0 Hz), 7.04 (d, 2H, J= 9.4 Hz), 
6.89 (app d, 2H, J= 9.4 Hz), 5.56 (s, 2H), 4.58 (septet, IH, J= 6.4 Hz), 1.23 (app d, 6H, J= 

30 6.4 Hz); LCMS : ret. time: 26.90 min.; purity: 97%; MS (m/e): 513 (M£t). 
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7.3.385 R935136: N4-(3,4-EthyIenedioxyphenyl)-5-fluoro-N2-[4-(3- 
pheiiyl-l,2,4-oxadiazol-5-yl)methyleneo3fyphenyl]-2,4- 
pyriinidmediainiiie 

In like maimer to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
5 phenyl-1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-N4- 
(3,4-ethylenedioxy)phenyl-4-pyriimdmeamine and 5-(4-aniinopheDOxymethyl)-3-phenyl- 
1,2-4-oxadiazole were reacted provide N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamiiie as fine flakes of 
the solid. 'HNMR (DMSO-d6): 5 10.18. (br s, IH), 9.12 (br s, IH), 8.14 (d, IH, 4.7 Hz), 
10 8.02-7.97 (m, 2H), 7.65-7.52 (m, 3H), 7.44 (d, 2H, J= 8.8 Hz), 7.25-7.23 (m, IH), 7.15-7.08 
(m, IH), 7.03 (d, 2H, J= 8.8 Hz), 6.81. (d, IH, J= 8.8 Hz), 5.56 (s, 2H), 4.24-4.20 (m, 4H); 
LCMS: ret. time: 26.90 min.; purity: 97%; MS {m/e): 513 (MH*). 

7.3.386 R935137: 5-FIuoro-N4-(2-methoxycarbonylbeiizofura-5-yl)- 
N2-[4-(3-phe]iyI-l,2,4-oxadiazol-5-yI)inethyleiieoxypheiiyl]- 

15 2,4-pyriinidmediamine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneox)^henyl]-2,4-pyrimidinediamine, 2-chloro-5- 
fluoro-N4-(2-methoxycarbonylbenzoiura-5-yl)-4-pyrimiduieamine and 5-(4- 
aminophenoxymethyl)-3-phenyl-l,2-4-oxadiazole were reacted to, provide 5-fluoro-N4-(2- 
20 meflioxycarbonylbenzofura-5-yl)-N2-[4-(3-phenyl-l ,2,4-oxadiazol-5- 

yl)methyleneoxyphenyl]-2,4-pyrimidinediamine. 'HNMR(DMS0-d6): 8 10.21 (brs, IH), 
9.79 (br s, IH), 8.19 (d, IH, J= 4.7 Hz), 8.09 (br s, IH), 7.99 (dd, 2H, J= 2.3 and 8.2 Hz), 
7.76-7.67 (m, 2H), 7.59-7.52 (m, 4H), 7.44 (d, 2H, J= 8.8 Hz), 7.02 (d, 2H, J= 8.8 Hz), 5.55 
(s, 2H), 3.85 (s, 3H); LCMS: ret. time: 27.61 min.; purity: 92%; MS {m/e): 553 (MH^. 

25 7.3.387 R935138: 5-Fluoro-N2-(3-hydroxyphenyl)-N4-[4-(3-phenyl- 

l,2,4-oxadiazol-5-yl)methyIeneoxypIienyl]-2,4- 
pyrimidinediainine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
30 fluoro-N4-[4-(3-phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-4-pyrimidineainine and 
3-aminophenol were reacted to provide 5-fluoro-N2-(3-hydroxyphenyl)-N4-[4-(3-phenyl- 
l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine as fine flakes of the 
soUd. ^HNMR (DMSO-d6): 8 8.12 (d, IH, J= 4.7 Hz), 8.03-7.99 (m, 2H), 7.69 (dd, 2H, J= 
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3.5 and 8.8 Hz), 7.61-7.53 (m, 3H), 7.06 (d, 2H, J= 9.9 Hz), 6.98 (m, 3H), 6.38 (br s, IH), 
5.58 (s, 2H). LCMS: ret. time: 24.83 min.; purity: 96%; MS (m/e): 471 (MH^. 

7.3.388 R935139:5-FIuoro-N2-(4-isopropoxyphenyl)-N4-[4-(3-phenyl- 
l,2,4-oxadiazoI-5-yl)methyleneoxyphenyl]-2,4- 
5 pyrimidmediamine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
£luoro-N4-[4-(3-phenyl-l,2,4-oxadiazol-5-yl)niethyleneoxyphenyl]-4-pyrinudineajtnine and 
4-isopropoxyaniline were reacted to provide 5-fluoro- N2-(4-isopropoxyphenyl)-N4-[4-(3- 
10 phenyl-l,2,4-oxadiazol-5-yl)raethyleneoxyphenyl]-2,4-p3fldrmdinedianiine as fine flakes of 
the soUd. ^H NMR (DMS0-d6): 8 10.21 (br s, IH), 9.78 (br s, IH), 8.13 (d, IH, J= 4.7Hz), 
8.02-7.98 (m 2H), 7.65-7.53 (m, 5H), 7.34 (d, 2H, J= 7.6 Hz), 7.07 (d, 2H, J= 9.3 Hz), 6.86 
(d, 2H, J= 8.8 Hz), 5.59 (s, 2H), 4.54 (sept, IH, J= 5.8 Hz), 1.22 (d, 6H, J= 5.8 Hz); LCMS: 
ret. time: 29.64 min.; purity: 97%; MS (ra/e): 513 (MH^. 

15 7.3.389 R935140: N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[4-(3- 

phenyI-l,2,4-oxadiazol-5-yI)methyleneoxyphenyl]-2,4- 
pyrimidinediainuie 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyI]-2,4-pyrimidinediamine, 2-chloro-5- 

20 fluoro-N4-[4-(3-phenyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-4-pyrimidineamine and 
3,4-ethyleaedioxyaniline were reacted to provide N2-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N4-[4-(3-phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine. ^H 
NMR (DMS0-d6): 5 10.31 (br s, IH), 9.59 (br s, IH), 8.11 (d, IH, J= 4.7 Hz), 8.03-7.99 
(m, 2H), 7.68-7.49 (m, 5H), 7.14-7.08 (m, IH), 7.06 (d, 2H, J= 8.8 Hz), 6.90 (d, IH, J= 8.8 

25 Hz), 6.76 (d, IH, J= 8.8 Hz), 5.59 (s, 2H), 4.22-4.17 (m, 4H); LCMS: let. time: 21.35 min.; 
purity: 95%; MS (m/e): 513 (MH*). 

7.3.390 R935141 : 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3-methyI- 
l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4- 
pyrimidinediamine: 

30 In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 

phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine,2-chloro-5- 
fluoro-N4-(3-hydroxyphenyl)-4-pyrimidineamine and 5-(4-aminophfinoxymethyl)-3- 
methyl-l,2-4-oxadiazole were reacted to provide 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
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methyl-l,2,4-oxadiazol-5-yl)me1jhyleneoxyphenyl]-2,4-pyrimi(iinediam as fine flakes of 
the solid. NMR (DMS0-d6): 5 10.91 (br s, IH), 9.91 (br s, IH), 8.18 (d, IH, J= 4.7 Hz), 
7.43 (d, 2H, J= 8.8 Hz), 7.15-7.04 (m, 3H), 6.96 (d, 2H, J= 8.8 Hz), 6.58 (app d, IH, J= 7.6 
Hz), 5.43 (s, 2H), 2.34 (s, 3H); LCMS: ret. time: 18.68 min.; purity: 95%; MS (m/e): 409 
5 (MH^. 

73.391 R935142: 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-[4-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxypheiiyl]-2,4- 
pyrimidinediamine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
10 phenyl-1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyriniidinedianmie, 2-chloro-N4-(4- 
isopropoxyphenyl)-4-pyrimidineamine and 5-(4-aimnophenoxymethyl)-3-methyl-l,2-4- 
oxadiazole were reacted to provide 5-fluoro-N4-(4-isopropoxyphenyl)-N2-[4-(3-methyl- 
l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrinudinediaimne as fine flakes of the 
solid. ^H NMR (DMS0-d6): 5 8.16 (d, IH, J= 5.2 Hz), 7.52 (dd, 2H, J= 3.5 Hz and 9.3 Hz), 
15 7.40 (d, 2H, J= 8.8 Hz), 6.98 (d, 2H, J- 8.8 Hz), 6.88 (d, 2H, J= 9.3 Hz), 5.44 (s, 2H), 4.58 
(sept, IH, J= 5.8 Hz), 2.34 (s, 3H), 1.24 (d, 6H, J= 5.8 Hz); LCMS: ret. time: 24.47 min.; 
purity: 93%; MS (m/e): 451 (MH^. 

7.3.392 R935143: N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[4-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4- 
20 pyriinidinediamine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine,2-chloro-N4- 
(3,4-ethylenedioxy)phenyl-4-pyrimidineamine and 5-(4-aminophenoxymethyl)-3-methyl- 
1,2-4-oxadiazole were reacted to provide N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[4-(3- 
25 methyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine as fine flakes of 
the solid. ^HNMR (DMS0-d6): 5 9.12 (br s, IH), 9.04 (br s, IH), 7.99 (d, IH, J= 3.5 Hz), 
7.55 (d, 2H, J= 1.7 and 8.8 Hz), 7.30 (d, IE, J= 2.9 Hz), 7.17 (td, IH, J= 2.9 and 8.8 Hz), 
6.88 (d, 2H, J= 8.8 Hz), 6.77 (d, IH, J- 8.8 Hz), 5.38 (s, 2H), 4.24-4.20 (m, 4H), 2.34 (s, 
3H); LCMS: ret. time: 21.34 min.; purity: 97%; MS (m/e): 451 (MH^. 
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7.3.393 R935144: 5-FIiioro-N2-(4-isopropoxyphenyl)-N4-[4-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4- 
pyrimidinediainuie 

In like maimer to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
5 phenyl-1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
fIuoro-N4-[4-(3-methyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-4-pyrimidineamine and 
4-isopropoxyaniline were reacted to provide 5-fluoro- N2-(4-isopropoxyphenyl)-N4-[4-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine as fine flakes of 
tiie solid. 'HNMR (DMSO-d6): 5 10.11 (br s, IH), 9.72 (br s, IH), 8.12 (s, IH, J= 5.3 Hz), 
10 7.61 (dd, 2H, J= 8.8 Hz), 7.34 (d, 2H, J= 7.3 Hz), 7.01 (d, 2H, J= 8.8 Hz), 6.84 (d, 2H, J= 
8.8 Hz), 5.47 (s, 2H), 4.54 (septet, IH, J= 5.8 Hz), 2.34 (s, 3H), 1.23 (d, 6H, J=. 6.4 Hz); 
LCMS: ret. time: 24.31 min.; purity: 96%; MS (m/e): 451 (MH^. 

7.3.394 R935145: N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[4-(3- 
methyI-l,2,4-oxadiazoI-5-yl)mefliyleneoxyphenyl]-2,4- 

15 pyrimidinediamine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
fluoro-N4-[4-(3-methyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-4-pyrimidineainine and 
3,4-ethylenedioxyamline were reacted to provide N2-(3,4-ethylenedioxyphenyl)-5-fluoro- 
20 N4-[4-(3-methyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-5-fluoro-2,4- 

pyrimidinediamine. ^H NMR (DMS0-d6): 5 10.81 (br s, IH), 9.67 (br s, IH), 8.13 (d, IH, 
J= 4.7 Hz), 7.63 (dd, 2H, J= 4.1 and 8.8 Hz), 7.07 (m, IH), 7.00 (d, 2H, J= 8.8 Hz), 6.89 (d, 
IH, J= 8.8 Hz), 6.76 (d, IH, J= 8.8 Hz), 5.46 (s, 2H), 4.22-4-18 (m, 4H), 2.34 (s, 3H); 
LCMS: ret. time: 21.54 min.; purity: 97%; MS (/w/e): 451 (MH^). 

25 7.3.395 R935146: 5-Fluoro-N2-(2-methoxycarbonylbenzofura-5-yl)- 

N4-[4-(3-methyl-l,2,4-oxadiazol-5-yl)metliyleneoxyphenyl]- 
2,4-pyrunidmedianime 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
30 fluoro-N4-[4-(3-methyl-l ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-4-pyrinudineaniiiie and 
2-methoxycarbonyl-5-aminobenzofuran were reacted to provide 5-fluoro-N2-(2- 
methoxycarbonylbenzofura-5-yl)-N4-[4-(3-methyl- 1 ,2,4-oxadiazol-5- 
yl)methyleneoxyphenyl]-2,4-pyrimidinediamine. ^HNMR (DMSO-d6): 8 8.14 (d, IH, J= 



256 



wo 03/063794 



PCT/US03/03022 



4.7 Hz), 8.02 (s, IH), 7.63-7.56 (m, 5H), 7.02 (d, 2H, J= 8.8 Hz), 5.47 (s, 2H), 3.85 (s, 3H), 
2.34 (s, 3H); LCMS: ret. time: 22.46 min.; purity: 97%; MS {m/e): 491 (MSt). 

7.3.396 R935147: 5-Fluoro-N2-(3-hydroxyphenyl)-N4-[4-(3-methyl- 
l,2,4-oxadiazoI-5-yl)metliyleneoxyphenyl]-2,4- 
pyrimidinediamine 

In like maimer to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
fluoro-N4-[4-(3-methyl- 1 ,2,4-oxadiazol-5 -yl)methyleneoxyphenyl]-4-pyrimidineamine and 
3-hydroxyaniline were reacted to provide 5-fluoro-N2-(3-hydroxyphenyl)-N4-[4-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyI]-2,4-pyrimidinediamine as fine flakes of 
the product. ^H NMR (DMS0-d6): 5 8.11 (d, IH, J= 4.6 Hz), 7.66 (d, 2H, J= 5.8 Hz), 7.06- 
6.97 (m, 5H), 6.42-40 (m, IH), 5.46 (s, 2H), 2.35 (s, 3H); LCMS: ret. time: 19.00 min.; 
purity: 95%; MS (m/e): 409 (MH^. 

7.3.397 R935148: N2-(3,4-Ethylenedioxyphenyl)-N4-[4-[(l- 
ethoxycarbonyl-l-methyl)ethyl]phenyl]-5-fIuoro-2,4- 
pyrimidinediamme 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl- 1 ,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine, 2-Chloro~[4- 
[ethoxycarbonyl(dimethyl)methyl]phenyl]-5-fluoro-2, 4-pyrimidine amine and 3,4- 
ethylenedioxyaniline were reacted to. produe N2-(3,4-ethylenedioxyphenyl)-N4-[4-[(l- • 
ethoxycarbonyl-1 -methyl)ethyl]phenyl]-5-fluoro-2,4-pyriinidinediamiae. 'H NMR 
(DMS0-d6): 6 9.31 (s, IH), 8.97 (s, IH), 8.03 (d, IH, J= 3.5 Hz), 7.70 (d, 2H, J=. 8.8 Hz), 
7.29 (d, IH, J- 2.3 Hz), 7.23 (d, 2H, J= 8.8 Hz), 6.98 (dd„ IH, J= 2.1 and 8.8 Hz), 6.66 (d, 
IH, 8.2 Hz); 4.19-4.15 (m, 4H), 4.07 (qt, 2H, J= 7.0 Hz), 1.48 (s, 6H), 1.10 (t, 3H, J= 7.0 
Hz); LCMS: ret. time: 24.51 min.; purity: 100%; MS (m/e): 453 (MIT^. 

7.3.398 R935150: N2-[4-[(l-EthoxycarbonyI-l-methyl)ethyl]phenyl]- 
5-fluoro-N4-(4-isopropoxypheny])-2,4-pyriiiiidinediainine 

In like manner to the preparation of 5-fluoro-N4-(3-hydroxyphenyl)-N2-[4-(3- 
phenyl-l,2,4-oxadiazol-5-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine (or it can be be 
prepared similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine),2-chloro-5-fluoro-N4-(4-isopropoxyphenyl)-4- 
pyrimidineamine and 4-[ethoxycarbonyl(dimethyl)methyl]aniline were reacted to produce 
N2-[4-[(l-ethoxycarbonyl-l-methyl)ethyl]phenyI]-5-fluoro-N4-(4-isopropoxyphenyl)-2,4- 
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pyrimidinediamine. NMR (DMS0-d6): 6 9.18 (br s, IH), 9.1 1 (br s, IH), 8.01 (d, IH, J= 
3.5 Hz), 7.56 (d, 2H, J= 8.8 Hz), 7.54 (d, 2H, J= 8.8 Hz), 7.09 (d, 2H, J= 8.8 Hz), 6.86 (d, 
2H, J= 8.8 Hz), 4.56 (sept, IH, J= 5.8 Hz), 4.02 (qt, 2H, J= 7.0 Hz), 1.43 (s, 6H), 1.26 (d, 
6H, J= 7.0 Hz), 1.09 (t, 3H, J= 7.0 Hz); LCMS: ret. time: 28.49 min.; purity: 98%; MS 

5 (m/e): 453 (mt). 

7.3.399 R935179: N2-[4-(2,3-Daydroxypropoxy)phenyl]- N4-(3,4- 
ethylenedioxypheny)-5-fluoro-2,4-pyrimidmediainuie 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriinidinediamine, 2-cliloro-5-fluoro-N-(3,4-ethylenedioxyphenyl)-4- 

10 pyrimidineamine and 4-(2,3-dihydroxypropoxy)amline were reacted to produce N2-[4-(2,3- 
dihydroxypropoxy)phenyl]-N4-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine. 
'H NMR (DMS0-d6): 5 9.09 (s, IH), 8.95 (s, IH), 7.98 (d, IH, J= 3.5 Hz), 7.51 (d, 2H, J= 
8.8 Hz), 7.32 (d, IH, J= 2.3 Hz), 7.17 (dd, IH, J= 2.3 and 8.8 Hz), 6.77 (dd, 3H, J= 8.8 Hz), 
4.90 (d, IH, J= 5.3 Hz), 4.64 (t, IH, J= 5.8 Hz), 4.23-4.19 (m, 4H), 3.91-3.89 (m, IH), 3.80- 

15 3.73 (m, 2H), 3.41 (t, 2H, J= 5.3 Hz); LCMS: ret. time: 15.04 min.; purity: 96%; MS (m/e): 
429(MH^. 

7.3.400 R935180:N2-[4-(2,3-Dihydroxypropoxy)phenyl]-5-iluoro-N4- 
(3-hydroxyphenyl)-2,4-pyriiiiidmediainine 

Li like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
20 hydroxyphenyl)-2,4-pyriraidinedianiine,2-chloro-5-fluoro-N-(3-hydroxyphenyl)-4- 
pyrimidineamine and 4-(2,3-dihydroxypropoxy)aniline were reacted to produce 

N2-[4-(2,3-dihydroxypropoxy)phenyl]-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
pyrimidinediamine. ^H NMR (DMS0-d6): 5 9.38 (s, IH), 9.18 (s, IH), 8.98 (s, IH), 8.12 
(d, IH, J= 3.5 Hz), 7.58 (d, 2H, J= 8.8 Hz), 7.22 (d, IH, J= 2.3 Hz), 7.12 (dd, 2H, J=. 2.3 and 
25 8.8 Hz), 6.79 (d, 2H, J= 8.8 Hz), 6.45 (d, IH, J= 8.8 Hz), 4.91 (d, IH, J= 5.3 Hz), 4.65 (t, 
IH, J= 5.8 Hz), 3.92-3.89 (m, IH), 3.79-3.74 (m, 2H), 3.44 (t, 2H, J= 5.3 Hz); LCMS: ret. 
time: 12.79 min.; purity: 89%; MS (m/e): 387 (MSt). 

7.3.401 R935175: N2-I4-(2^-Dihydroxypropoxy)phenyl]-5-fluoro-N4- 
(4-isopropoxyphenyl)-2,4-pyriiiiidmediamme 

30 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 

hydroxyphenyl)-2,4-pyriinidinediamine, 2-chloro-5-fluoro-N-(4-isoproxyphenyl)-4- 
pyrimidineamine and 4-(2,3-dihydroxypropoxy)aQiline were reacted to produce N2-[4-(2,3- 
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dihydroxypropoxy)phenyl]-5-fluoro-N4-(44sopropoxyphenyl)-2,4-pyrimid 
NMR (DMS0-d6): 5 9.12 (s, IH), 8.91 (s, IH), 7.97 (d, IH, J= 3.5 Hz), 7.58 (d, 2H, J= 8.8 
Hz), 7.49 (d, 2H, J= 8.8 Hz), 6.85 (d, 2H, J= 8.8 Hz), 6.76 (d, 2H, J= 8.8 Hz); 4.89 (d, IH, 
J= 4.7 Hz), 4.63 (t, IH, J= 5.2 Hz), 4.56 (septet, IH, J= 5.8 Hz), 3.90-3.89 (m, IH), 3.76- 
5 3.73 (m, 2H), 3.41 (t, 2H, J= 5.3 Hz), 1 .25 (d, 6H, J= 5.8 Hz); LCMS: ret. time: 17.48 min.; 
purity: 98%; MS {jn/e): 429 (MH^. 

7.3.402 R935169: N4-[4-[(l-Ethoxycarbonyl-l-methyl)ethyl]phenyl]- 
5-fluoro-N2-(3-hydroxypheiiyl)-2,4-pyriimdinediaimne 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
10 hydroxyplienyl)-2,4-pyrimidinedianiine, 2-chloro-N4-[4-[(l-ethoxycarbonyl-l- 

methyl)ethyl]phenyl]-5-fluoro-4-pyrimidineamine and 3-aininophenol were reacted to, 
produce N4- [4- [(1 -ethoxycarbonyl- 1 -methyl)etJiyl]phenyl]-5-fluoro-N2-(3 -hydroxyphenyl)- 
2,4-pyrimidinediamine. ^H NMR (DMS0-d6): 8 7.87 (d, IH, J= 3.5 Hz), 7.56 (d, 2H, J= 
8.8 Hz), 7.35 (d, 2H, J= 8.8 Hz), 7.25-7.23 (m, IH), 7.08 (t, IH, J= 8.2 Hz), 6.91 (d, IH, J=. 
15 2.3 Hz), 6.83 (d, IH, J= 7.6 Hz), 6.50 (dd, IH, J= 1.7 and 8.2 Hz), 4.13 (qt, 2H, J= 7.0 Hz), 
1.58 (s, 6H), 1.19 (t, 3H, J= 7.0 Hz); LCMS: ret. time: 22.97 min.; purity: 98%; MS (m/e): 
411 (MH^. 

7.3.403 R935164: 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-[(N-methyl- 
2-inethoxycarbonyl )pyrroI-4-yl]-2,4-pyrimidmediaiiiine 

20 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, 2,4-dichloro-5-fluoropyrimidine, 2-chloro-5- 
fluoro-N4-(4-isopropoxyphenyl)-4-pyrimidineamine and and N-methyl-2-methoxycarbonyl- 
4-aminopyrrole hydrochloride with added diisopropylethylamine were reacted to produce 
the desired product 5-fluoro-N4-(4-isopropoxyphenyl)-N2-[(N-mefhyl-2- 

25 carbomethoxy)pyrrol-4-yl]-2,4-pyrimidinediamine. ^H NMR (CDCI3): 6 7.87 (br s, IH), 
7.44 (d, 2H, J= 8.8 Hz), 7.08 (br s, IH), 6.99-6.85 (m, 3H), 6.70 (d, IH, J= 2.3 Hz), 6.63 (d, 
IH, J= 1.7 Hz), 4.52 (septet, IH, J= 5.8 Hz), 3.80 (s, 3H), 3.79 (s, 3H), 1.34 (d, 6H, J= 5.8 
Hz); LCMS: ret. time: 23.89 min.; purity: 99%; MS (m/e): 400 (M£t). 

7.3.404 R935165: 5-Fluoro-N2-(4-isopropoxyphenyl)-N4-[(N-methyl- 
30 2-carbomethoxy)py]Tole-4-yl]-2,4-pyriiiiiduiedianiine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine,2-chloro-5-fluoro-N4-(N-methyl-2- 
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carbome1hoxyp3m:ol-4-yl)-4-p5ainiidineainine and 4-isopropoxyamline were reacted to 
produce 5-fluoro-N2-(4-isopropoxyphenyl)-N4-[(N-inethyl-5-carbomethoxy)pyiTol-4-yl]- 
2,4-p5aimidinediainme. NMR (CDCI3): 6 7.84 (d, IH, J- 2.3 Hz), 7.36 (d, 2H, J= 8.8 
Hz), 7.22 (d, IH, J= 1.1 Hz), 6.87 (d, 2H, J= 8.8 Hz), 6.84 (s, IH). 6.77 (d, IH, J= 1.7 Hz), 
5 6.61 (hr s, IH), 4.49 (septet, IH, J= 5.8 Hz), 3.82 (d, 3H), 3.81 (s, 3H), 1 .33 (d, 6H, J= 5.8. 
Hz); LCMS: ret. tune: 23.36 min.; purity: 96%; MS (m/e): 400 (MH^. 

7.3^05 R935166: N2-(3,4-Ethylenedioxyphenyl)- 5-fluoro-N4-I(N- 
methyl-2-methoxycarbonyl)pyrrol-4-yl]-2,4- 
pyrimidinediamme 

10 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 

hydroxyphenyl)-2,4-pyriimdinediamine,2-chloro-5-fluoro-N4-(N-methyl-2- 
methoxycarbonylpyrrol-2-yl)-4-pyriimdineaniine and 3,4-ethylenedioxyamline were reacted 
to produce 5-fluoro-N2-(3,4-ethylenedioxyphenyl)-N4-[(N-methyl-2-caibomethoxy)pyrrol- 
4-yl]-2,4-pyrimidinediamine. ^HNMR (CDCI3): 5 7.84 (d, IH, J= 3.5 Hz), 7.34 (s, IH), 

15 7.21 (s, IH), 6.82 (d, 2H, J= 8.8 Hz), 6.76 (d, 2H, J= 8.8 Hz), 6.58 (s, IH), 4.27-4.18 (m, 
4H), 3.90 (s, 3H), 3.81 (s, 3H); LCMS: ret. time: 20.02 min.; purity: 93%; MS (m/e): 400 
(MH"). 

7.3.406 R935167: N4-[4-[(l-Ethoxycarbonyl-l-methyl)ethyllphenyl]- 
5-fluoro-N2-(4-isopropoxyphenyl)-2,4-pyriimdinediaiiiine 

20 In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro -N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-[4-[l-ethoxycarbonyl-l- 
methyl)ethyl]phenyl]-5-fluoro-4-pyrimidineamine and 4-isopropoxyaniline were reacted to 
produce N4-[4- [( 1 -ethoxycarbonyl- 1 -methyl)ethyl]phenyl] -5-fluoro-N2-(4- 
isopropoxyphenyl)-2,4-pyrimidinediamine. 'H NMR (DMSO-d6): 6 9.29 (s, IH), 8.95 (s, 

25 IH), 8.02 (d, IH, J= 4.1 Hz), 7.68 (d, 2H, J= 8.8 Hz), 7.46 (d, 2H, J= 8.8 Hz), 7.22 (d, 2H, 
J= 8.8 Hz), 6.75 (d, 2H, J=. 8.8 Hz), 4.48 (septet, IH, J= 5.8 Hz), 4.04 (qt, 2H, J= 7.0 Hz), 
1.47 (s, 6H), 1.22 (d, 6H, J= 5.8 Hz), 1.10 (t, 3H, J=. 7.0 Hz); LCMS: ret. time: 28.11 min.; 
purity: 99%; MS (m/e): 453 (MH^. 

7.3.407 R935159: 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-(4- 
30. methoxycarbonylmethyleneoxyphenyl)-2,4- 

pyrunidinediamine 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N4-[3- 
hydroxyphenyl]-p3aimidine-2,4-diamine, 2-chloro-5-fluoro-N4-(4-isopropoxyphenyl)-4- 
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pyrimidineamine and metbl 4-aminophenoxyacetate were reacted to produce 5-fluoro-N4- 
(4-isopropoxyphenyl)-N2-(4-methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamme. ^HNMR (CDCI3): 6 7.88 (d, IH, J= 3.5 Hz), 7.46 (d, 2H, J= 8.8Hz), 
7.42 (d, 2H, J= 8.8 Hz), 6.88 (d, 2H, J= 9.3 Hz), 6.85 (d, 2H, J= 9.3 Hz), 6.78 (br s, IH), 
5 6.63 (br d, IH, J= 2.3 Hz), 4.61 (s, 2H), 4.53 (septet, IH, J= 6.4 Hz), 3.81 (s, 3H), 1.35 (d, 
6H, J= 6.4 Hz); LCMS: ret. time: 23.19 min.; purity: 97%; MS {m/e): All (MH^). 

7.3.408 R935157: N4-[4-[(l-Ethoxycarbonyl-l-methyl)ethyI]phenyl]- 
5-fluoro-N2-(4-methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamine 

10 In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N4-[3- 

hydroxypheiiyl]-pyrimidine-2,4-diamine, 2-chloro-N4-[4-[l-ethoxycarbonyl-l- 
methyl)ethyl]phenyl]-5-fluoro-4-pyrimidineamine was reacted with 4- 
(methoxycarbonylmethyleneoxy)aniline to produce N4-[4-[(l-ethoxycarbonyl-l- 
methyl)ethyl]phenyl]-5-fluoro-N2-(4-methoxycarbonyhnethyleneoxyphenyl)-2,4- 

1 5 pyrimidinediamine. ^H NMR (CDCI3): 5 7.92 (s, IH), 7.55 (d, 2H, J= 8.7 Hz), 7.43 (d, 2H, 
J= 9.3 Hz), 7.33 (d, 2H, J= 8.7 Hz), 6.87 (d. 2H, J= 9.3 Hz), 6.79 (s, IH), 6.73 (d, IH, J= 2.3 
Hz), 4.62 (s, 2H), 4.13 (qt, 2H, J= 7.0 Hz), 3.81 (s, 3H), 1.59 (s, 6H), 1.20 (t, 3H, 7.0 Hz); 
LCMS: ret. time: 25.20 min.; purity: 97%; MS (m/e): 483 (MffiO. 

7.3.409 R935152: N2-[4-I(l-EthoxycarbonyH-methyl)ethyl]phenyl]- 
20 5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyriimdinedianuiie 

In like manner to the preparation of N2-[4-(l-ethoxyca^bonyl-l- 
methyl)ethyl)phe^yl]-5-fluoro-N4-(4-isopropoxyphenyl)-2,4-py^imidinediamine, 2-chloro- 
5 -fluoro-N4-(3 -hydroxyphenyl)-4-pyrimidineamine and 4-[ 1 -ethoxycarbonyl- 1 - 
methyl)ethyl]aniline were reacted to give N2-[4-[(l -ethoxycarbonyl- 1- 
25 methyl)ethyl]phenyl]-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. ^H NMR 

(CDCI3): 5 7.89. (d, IH, J= 2.9 Hz), 7.24-7.10 (m, 5H), 6.93 (d, IH, J= 7.6 Hz), 6.68 (d, 2H, 
J= 8.2 Hz), 4.08 (qt, 2H, J= 7.0 Hz), 1.52 (s, 3H), 1.49 (s, 3H), 1.16 (t, 3H, J= 7.0 Hz); 
LCMS: ret time: 22.15 min.; purity: 96%; MS {m/e): 41 1 (NOf). 

7.3.410 N2-(3- te7-f-Butylphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 
30 pyrimidinediamine (R940257) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
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hydroxyphenyl)-4-pyriinidmeaimne with 3-?er?-buthylamline gave N2-(3-ter^-butylphenyl)- 
5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyriimdmedianiine. LCMS: ret. time: 23.82 nun.; 
purity: 100%; MS (m/e): 353 (MDET^; ^HNMR (CDCI3): 5 7.96 (IH, d, J= 3 Hz), 7.61 (IH, 
ddd, J= 7.5, 2.2 and 0.9 Hz), 7.49 (IH, t, J= 2.5 Hz), 7.27 (IH, m), 7.18 (IH, t, J= 8.1 Hz), 
5 7.99 (IH, m), 6.94 (IH, s), 6.91 (IH, dd, J= 7.5 and 2.5 Hz), 6.80 (IH, d, J= 7.5 Hz), 6.72 
(2H, m), 6.58 (IH, ddd, J= 7.5, 2.5 and 0.9 Hz), 6.52 (IH, ddd, J= 7.5, 2.5 and 0.9 Hz), 
1.28 (9H, s). 

7.3.411 N4-(3-Chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N2-(3- 

methoxycarbonylmethyleneoxyphenyl)-2,4- 
10 pyrimidinediamine and N4-(3-chloro-4-hydroxy-5- 

methylphenyl)-N2-(3-ethoxycarbonylmethyleneoxyphenyl)-5- 
flnoro-2,4-pyriiiiidinediamine (R940258) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3-chloro-4- 

15 hydroxy-5-methylphenyl)-4-pyrimidineamine with ethyl 3-aminophenoxyacetate gave a 
mixture of N4-(3-chloro-4-hydroxy-5-methylphenyl)- 5-fluoro-N2-(3- 
methoxycarbonylmcthyIeneoxyphenyl)-2,4-pyrimidinediamine and N4-(3-chloro-4- 
hydroxy-5-methylphenyl)-N2-(3-ethoxycarbonyhnethyleneoxyphenyl)-5-£luoro-2,4- 
pyrimidinediamine. LCMS: ret time: 20.34 min. (COzMe); purity: 17%; MS (m/e): 432 

20 (M*); LCMS: ret. time: 21 .83 min; purity 78%; MS (m/e): 446 (M^. 

7.3.412 N2-(3-tei-<'-Butylphenyl)-N4-(3,4-dlmethoxyphenyl)-5-fluoro- 
2,4-pyriiiiidinediaiiiine (R940260) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3,4- 

25 dimethoxyphenyl)-4-pyrimidineamine with ethyl 3-fer/-buthylaniliae gave N2-(3-terf- 

butylphenyl)-N4-(3,4-diniethoxyphenyl)-5-fluoro-2,4-pyrimiduiediamine. LCMS: ret. time:. 
24.87 mm.; purity: 99%; MS (m/e): 397 (mt); ^HNMR (CDCI3): 6. 7.92 (IH, d, J= 3.4 
Hz), 7.50 (IH, d, J= 8 Hz), 7.28 (IH, t, J=. 2.3 Hz), 7.21 (IH, d, J= 8 Hz), 718 (IH, m), 
7.08-7.01 (2H, m), 6.99 (IH, s), 6.84 (2H, d, J= 9.2 Hz), 6.65 (IH, s), 3.89 (3H, s), 3.72 

30 (3H, s), 1.26 (9H, s). 
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7.3.413 N2-[2-(N-Benzylpiperazino)ethyl]-5-fluoro-N4-(3- 
hydro3q^henyl)-2,4-pyrimidinediamiiie (R940261) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hy(tooxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
5 hydroxyphenyl)-4-pyrimidineamine with 4-(N-benzylpiperazino)ethylamine gave N2-[2- 
(N-benzylpiperazino)ethyl]-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrimidinediamine. 
LCMS: ret. time: 17.15 mm.; purity: 90 %; MS (m/e): 422 (M*), 423 (MH^; ^HNMR 
(CDCI3): 6 8.42 (IH, s), 7.82 (IH, d, J= 3.9 Hz), 7.32-7.08 (6H, m), 6.73 (IH, s), 6.61 (IH, 
dd, J= 8.1 and 2.1 Hz), 6.51 (IH, d, J= 7.5 Hz), 5.18 (IH, s), 3.59 (2H, m), 3.02 (2H, m), 
10 2.71-2.41 (3H, m), 2.10-1.16 (5H, m). 

7.3.414 N2-[2-(N-Benzylpiperazino)ethyl]-N4-(3,4-dimethoxyphenyl)- 
5-fluoro-2,4-pyrumdinediamine(R940262) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3,4- 

15 dimethoxyphenyl)-4-pyrimidineamine with 4-(N-benzylpiperazino)ethylamine gave N2-[2- 
(N-benzylpiperazino)ethyl]-N4-(3,4-dimethoxyphenyl)-5-fluoro-2,4-pyrunidinediamine. 
LCMS: ret, time: 17.48 min.; purity: 99 %; MS (m/e): 466 (M^, 467 (MH^; 'HNMR 
(CDCI3): 6 7.82 (IH, d, J= 3.9 Hz), 7.44 (IH, s), 7.33-7.10 (6H, m), 7.04 (IH, dd, J= 8.9 
and 2.5 Hz), 6.84 (IH, d, J= 8.9 Hz), 6.58 (IH, s), 5.40 (IH, s), 3.91 (3H, s), 3.87 (3H, s), 

20 3.41 (2H, m), 2.87 (2H, m), 2.51 (3H, m), 1.80 (2H, m), 1.60 (4H, m), 1.30 (IH, m). 

7.3.415 N2-I4-(N-Benzylpiperidino)l-N4-(3,4-dimethoxypheiiyl)-5- 
fIuoro-2,4-pyrimidinediamine (R940263) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3,4- 

25 dimethoxyphenyl)-4-pyrimidineamine with N-benzyl-4-aminopiperidine gave N2-[4-(N- 

benzylpiperidino)]-N4-(3,4-dimethoxyphenyl)-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. 
time: 15.52 min.; purity: 99 %; MS (m/e): 438 (MSt); ^HNMR(CDCl3): 8 7.81 (IH, d, 3.3 
Hz), 7.35-7.18 (5H, m), 7.10 (IH, dd, J= 8.7 and 2.6 Hz), 6.84 (IH, d, J= 8.7 Hz), 6.56 (IH, 
s), 4.73 (IH, d, J= 6.9 Hz), 3.89 (6H, s), 3.75 (IH, m), 3.51 (2H, m), 2.81 (2H, m), 2.15 

30 (2H, m), 2.00 (2H, m), 1.66-1.44 (4H, m). 
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7.3.416 N2-[4-(N-Beiizylpiperidmo)]-5-fluoro-N4-(3-hydroxyphenyl)- 
2,4-pyriiiiidinediaiiijiie (R940264) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyriimdinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
5 hydroxyphetiyl)-4-pyritnidineamine with N-benzyl-4-aminopiperidine gave N2-[4-(N- 
benzylpiperidino)]-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyriinidinediamine. LCMS: ret. 
tune: 14.00 min.; purity: 96 %; MS (m/e): 394 {M^, 395 (MSt); ^HNMR(CDCl3): 5 7.81 
(IH, d, J= 3.6 Hz), 7.40-7.28 (5H, m), 7.21-7.14 (2H, m), 6.69 (IH, m), 6.62 (IH, m), 6.59 
(IH, m), 5.20 (IH, s), 3.65 (2H, s), 3.50 (IH, s), 3.03 (lH,m), 2.83 (IH, m), 2.13 (IH, m), 
10 1.95-1.70 (IH, m), 1.58 (4H, m). 

7.3.417 N4-(3-ter#.Butylphenyl)-N2-(3- 
ethoxycarboiiylmethyleneoxyphenyl)-5-fluoro-2,4- 
pyrimidmediamine (R940270) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
1 5 hydroxyp]ienyl)-2,4-pyrimidinediamine, the reaction of N4-(3-fert-butylphenyl)-2-chloro-5- 
fluoro-4-pyriniidineaniine with ethyl 3-aminophenoxyacetate gave N4-(3-fert-butylplienyl)- 
N2-(3-ethoxycarbonylmethyleneoxyphenyl)-5-fluorO"2,4-pyrimidinediamine. LCMS: ret. 

time: 27.30 min.; purity: 98 %; MS (m/e): 439 (MH^^); 'H NMR (DMSO-d6): 5 9.50 (IH, s), 
9.33 (IH, s), 8.1 1 (IH, dd, J=4.2 and 1.8 Hz), 7.81 (IH, d, J= 7.2 Hz), 7.49 (IH, t, 2.4 Hz), 
20 7.30-7.28 (3H, m), 7.14-7.03 (2H, m), 6.46 (IH, d, J= 7.8 Hz), 4.57 (2H, s), 4.13 (2H, q, J= 
7.2Hz), 1.23 (9H, s), 1.18 (3H,t, J= 7.2 Hz). , 

7.3.418 N4-(3-rer^-Butylphenyl)-N2-(3-cliloro-4-hydroxy-5- 
methyIphenyl)-5-fluoro-2,4-pyiiimdmediamme(R940271) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
25 hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of N4-(3-fgrf-butylphenyl)-2-chloro-5- 
fluoro-4-pyrimidineamine with 3-chloro-4-hydroxy-5-metiiylaniline gave N4-(3-te/-/- 
butylphenyl)-N2-(3-chloro-4-hydroxy-5-methylphenyl)-5-fluoro-2,4-pyrimidinediamine. 
LCMS: ret. time: 25.46 min.; purity: 100 %; MS (m/e): 400 (M^; 'HNMR (DMS0-d6): 5 
9.63 (IH, s), 9.30 (IH, s), 8.82 (IH, s), 8.20 (IH, d, J= 3.9 Hz), 7.92 (IH, d, J= 8,8 Hz), 
30 7.58 (2H, m), 7.40-7.20 (3H, m) 2.22 (3H, s), L35 (9H, s). 
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7.3.419 N2-(3-^e/-J'-Butylcarbonylaimnophenyl)-N4-(3- 
hydroxyphenyl)-5-fluoro-2,4-pyriinidinediaimne (R940275) 

Id like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-5-fluoro-N4-(3- 
5 hydroxyphenyl)-4-pyriimdineamine with 3-butylcarbonylaminoatiiline gave N2-(3-terf- 
butylcarbonylaininophenyl)-N4-(3-hydroxyphenyl)-5-fluoro-2,4-pyrimidjnediamine. 
LCMS: ret. time: 20.19 min.; purity: 91 %; MS (m/e): 396 (MH^; IH NMR (DMSO-d6): 6 

9.42 (IH, s), 9.28 (IH, s), 9.21 (IH, s), 9.18 (IH, s), 8.17 (IH, d, J= 3.9 Hz), 7.90 (IH, s), 
7.55 (IH, dt, J= 6.9 and 2.1 Hz), 7.51 (IH, dd, J= 7.8 and 1.5 Hz), 7.26-7.13 (4H, m), 6.57 

10 (IH, dd, J= 7.5 and 1.5Hz), 1.30 (9H, s). 

7.3.420 N4-(3j3-Dihydroisobenzofnranyl-l-one-6-yl)-5-fluoro-N2-(2- 
methoxycarbonylbenzofur-5-yl)-2,4-pyrimidinediaiiiine 
R940294 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
15 hyroxyphenyl)-2,4-pyrimidinediainine, 2-chloro-N4-(3,3-dihydroisobenzofuranyl-l-one-6- 

yl)-5-fluoro-4-pyrimidineainine and 2-methoxycarbonyl-5-aniinobenzofuran were reacted to 

give N4- (3,3-dihydroisobenzofuranyl-l-one-6-yl)-5-fluoro-N2-(2- 

methoxycarbonylbenzofur-5-yl)-2,4-pyrinudinediamine. LCMS: ret. time: '21.34 min.; 

purity: 97 %; MS (m/e): 434 (M^^); IHNMR (DMS0-d6): 6 9.90 (IH, s), 9.61 (IH, s), 8.4- 
20 8.12 (4H, m), 7.35-7.67 (4H, m), 5.50 (2H, s), 3.98 (3H, s). 

7.3.421 N2-[3-EthoxycarbonylmethyleneoxyphenyI]-N4-(3,3- 
dihydroisobenzofuraiiyl-l-one-6-yl)-5-fluoro-2,4- 
pyiimidinediamme R940285 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
25 hyroxyphenyl)-2,4-pyrimidinediamine, 2-chloro-N4-(3,3-dihydroisobenzofuranyl-l-one-6- 
yl)-5-fluoro-4-pyrimidineamine and ethyl 3-aminophenoxyacetate were reacted to give N2- 
(3 -ethoxycarbonylmethyleneoxyphenyl)-N4-(3,3 -dihydroisobenzofuranyl- 1 -one-6-yl)-5- 
fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 20.55 min.; purity: 76 %; MS (m/e): 438 
(M^, 440 (mt); IHNMR (DMS0-d6): 6 9.70 (IH, s), 9.30 (IH, s), 8.23-8.06 (IH, m), 
30 8.05 (IH, s), 7.63 (IH, d, J= 8.1 Hz), 7.30 (IH, s), 7.22 (IH, m), 7.08 (IH, t, J= 8.1 Hz), 

6.43 (IH, d, J= 8.1. Hz). 5.37 (IH, s), 5.37 (2H, s), 4.60 (2H, s), 4.13 (2H, q, J= 7.2 Hz), 
1.18(3H,t,J=7.2Hz). 
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7.3.422 N2-(3,5-Dimethoxyphenyl)-N4-(3- 
etlioxycarbonylmethyleneoxyphenyI)-5-fluoro-2,4- 
pyrimidinediamine (R926804) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamme, the reaction of 2-chloro-N4-(3- 
ethoxycarbonyhnethyleneoxyphenyl)-5-fIuoro-4-pyrimidineaiimie with 3,5- 
dimethoxyaniline gave N2-(3,5-dimethoxyphenyl)-N4-(3- 

ethoxycarbonyhnethyleneoxyphenyl)-5-fluorD-2,4-pyriinidinediainme. LCMS: ret time: 
24.12 min.; purity: 86%; MS (m/e): 443 (MH^. 

7.3.423 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-(3- 
triilnorometfaylphenyl)]-2,4-pyrimidmedianiine (R926805) 

hi hke maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidmediamine, the reaction of 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 3-trifluoromethylamline gave N4- 

(3,4-ethyleaedioxyphenyl)-5-fluoro-N2-(3-trifluoromethylphenyl)-2,4-pyrimidinedian^ 
LCMS: ret. time: 25.88 min.; purity: 89%; MS (m/e): 407 (MH*). 

7.3.424 N2-(2-Ethoxycarbonylindol-7-yl)-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyridmediamme(R926808) 

hi hke manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-4-pyrimidineamine with 2-ethoxycarbonyl-7-aminoindole 
gaveN2-(2-ethoxycarbonylindol-7-yl)-N4-(3,4-ethylenedioxyphenyl)-5-fluoio-2,4- 
pyridinediamine. LCMS: ret. time: 24.1 1 min.; purity: 88%, MS (m/e): 450 (Mtt). 

7.3.425 N4-[4-(4,5-Dichloro-lH-iimdazol-l-yl)phenyl]-5-fluoro-N2-(3- 

ethoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamme 
(R926809) 

hi like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
hydroxyphenyl)-2,4-pyrimidmediamine, the reaction of N-4-[4-(4,5-dichloro-lH-imidazol- 
l-yl)phenyl]-2-chloro-5-fluoro-4-pyrimidineamine with ethyl-3-ammophenoxyacetate gave 
N4-[4-(4,5-dichloro-lH-miidazol-l-ylphenyl)]-5-fluoro-N2-(3- 

ethoxycarbonyhnethyleneoxyphenyl)-2,4-pyrimidmediamine. LCMS: ret. time: 25.22 min, 
purity: 77%; MS (m/e): 519 (MH^. 
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7.3.426 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-[3-(l,3-oxazol-5- 
yl)phenyl]-2,4-pyriiiiidiiiediaiiime (11926813) 

In like maimer to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 
liydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 2-chloro-N4-(3,4- 
5 ethylene(iioxypheayl)-5-fluoro-4-pyrimidineamine with 3-(l ,3-oxazol-5-yl)aniline gave N4- 
(3,4-ethyleaedioxyphenyl)-5-fluoro-N2-[3-(l,3-oxazol-5-yl)phenyl]-2,4-pyriimdinediam 
LCMS: ret. time: 20.25 min.; purity: 81%, MS (m/e): 406 (MH*). 

7.3.427 N2-(2-Ethoxycarbonylmdol-7-yl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyriduiediamiiie(R926814) 

10 In like manner to flie preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-(3- 

hydroxyphenyl)-2,4-pyrimidinediainine, the reaction of 2-chloro-5-fIuoro-N4-(3- 
hydroxyphenyl)-4-pyrimidineamine with 2-ethoxycarbonyl-7-aminoindol gave N2-(2- 
ethoxycarbonylindol-7-yl)-5-fluoroN4-(3-hydroxyphenyl)-2,4-pyridinediamine. LCMS: 
ret. time: 25.94 min.; purity: 91%. 

15 7.3.428 N2-(3-Aminophenyl)-N4-(3,4-ethylenedioxyphenyI)-5-fluoro- 

2,4-pyrimidinediaiiime (R950207) 

N4-(3,4-Ethylenedioxyphenyl)-2-cWoro-5-fluoro-4-pyrimidineaniine (50 mg, 0.18 
mmol) was dissolved in dry MeOH (1 ml), to it was added 3-aminoaniline (163 mg, 1.2 
mmol) and the mixture was refluxed for 4 days (70 °C oil-bath temperature). The mixture 
20 was cooled to 22 °C, concentrated to dryness under reduced pressure and subjected to 

column chromatography on silica gel (CHCb-Acetone, 9:1) to give N2-(3-aminophenyl)- 
N4-(3,4-ethyIenedioxyphenyl)-5-fluoro-2,4-pyrimidinediainine. NMR (CD3OD): 5 7.66 
(d, IH, J= 3.6 Hz), 7.18 (d, IH, J= 2.1 Hz), 7.09 (t, IH, J= 2.1 Hz), 6.80-6.90, (m, IH), 6.69 
(d, IH, J= 8.1 Hz), 6.57 (m, IH), 6.20 (m, IH), 6.60 (m, IH), 4.10 (m, 4H); LCMS purity: 
25 90.7%; MS (m/e): 354.13 (M^, 100). 

7.3.429 N4-(3,4-EthylenedioxyphenyI)-N2-(3- 

ethoxycarbonylmethyIeneaminophenyl)-5-fluoro-2y4- 
pyrimidinediamme (R950186) 

In Uke manner to the preparation of N2-(3-anlinophenyl)-N4-(3,4- 
3 0 ethylenedioxyphenyI)-5 -fIuoro-2,4-pyrimidinediamine, N4-(3 ,4-ethylenedioxyphenyl)-2- 
chloro-5-fluoro-4-pyrimidineamine and 3-ethoxycarbonylmethyleneaminoplienylamluie 
were reacted to prepare N4-(3,4-ethylenedioxyphenyl)-N2-(3- 
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ethoxycarbonylmelhyleneaminophenyl)-5-fluoro-2,4-pyrimidine(U LCMS: ret. time: 
23.29 min.; purity: 95.7%; MS (m/e): 440.41 (MET*). 

7.3.430 N4-(3^-Dichloro-4-hydroxyphenyl)-N2-(3- 
etho3sycarbonyImethyleneoxyphenyI)-5-fluoro-2,4- 

5 pyrinudinediamme (R95018S) 

In like maimer to the preparation of N2-(3-aminophenyl)-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine, 2-chloro-N4-(3,5-dichlorophenyl-4- 
hydroxy)-5-fluoro-4-pyrimidineamine and ethyl 3-aminophenoxyacetate were reacted to 
prepare N4-(3,5-dichloro-4-hydroxyphenyl)-N2-(3-ethoxycarbonylmethyleneoxyphenyl)-5- 
10 fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 22.51 min.; purity: 96. 1%; MS (m/e): 
466.88 (MH^. 

7.3.431 N4-(3-Aimiiophenyl)-5-nuoro-N2-(2- 
methoxycarbonylbenzofurane-5-yl)-2,4-pyrimidmediaimne 
(R950162) 

15 A mixture of N4-(3-aniinophenyl)-2-chloro-5-fluoro-4-pyrfmidineaniine (10 mg, 

0.06 mmol) and 2-methoxycarbonyl-5-aminobenzofiiran (36 mg, 0.18 mmol) in dry MeOH 
(0.5 ml) was refluxed for 2 days (100 °C oil-bath temperature). The mixture was cooled to 
22 "C, concentrated to dryness under reduced pressure and subjected to column 
chromatography on sihca gel (CHCI3: Acetone, 9:1) to give N4-(3-aminophenyl)-5-fluoro- 

20 N2-(2-methoxycarbonylbenzofurane-5-yl)-2,4-pyrimidinediamine. 'H NMR (DMS0-d6): 8 
8.24 (s, IH), 7.96 (dd, IH, J= 1.7, 3.5 Hz), 7.46-7.59 (m, 3H), 6.93-6.99 (m, 2H), 6.84 (d, 
IH, J= 8.2 Hz), 6.35 (m, IH), 3.84 (s, 3H); LCMS purity: 97.8%; MS (ES) m/e 394.02 (MT, 
70). 

7.3.432 N4-(3-Aminophenyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4- 
25 pyrimidinediamine (R9S0163) 

In like maimer to the preparation of N4-(3-aimnophenyl)-5-fluoro-N2-(2- 
methoxycarbonylbenzofurane-5-yl)-5-fluoro-2,4-pyrimidinediarnine,N4-(3-aminophenyl)- 
2-chloro-5-fluoro-4-pyrimidineamine and 3-hydroxyaniline were reacted to prepare N4-(3- 
aimnopheQyl)-5-fluoro-N2-(3-hydroxyphenyl)-2,4-pyrimidinediaimne, ^H NMR (DMSO- 
30 d6): 5 7.94 (d, IH, J= 4.1 Hz), 7.20 (m, 2H), 6.89-7.00 (m, 4H), 6.30 (m, 2H); LCMS: ret. 
time: 1 1 .92 min.; purity: 95.0%; MS (m/e): 3 12.09 (Mtf). 
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7.3.433 N4-(3-AminophenyI)-5-fluoro-N2-(3-isopropoxyphenyi)-2,4- 
pyrimidinediainme (R950164) 

In like manner to the preparation of N4-(3-aminophenyl)-5-fluoro-N2-(2- 
methoxycarbonylbenzofurane-5-yl)-5-fluoro-2,4-pyrinudinedianaine,N4-(3-aminophenyl)- 
2-chloro-5-fluoro-4-pyriimdineamine and 3-isopropoxyaniline were reacted to prepare N4- 
(3-aniinophenyl)-5-fluoro-N2-(3-isopropoxyphenyl)-2,4-pyrimidinedianiine. LCMS:ret. 
time: 17.52 min.; purity: 98.9%; MS (m/e): 354.13 (MH^. 

7.3.434 N4-(3-Aininoph enyl)-5-fluoro-N2-(4-isopropoxyphenyI)-2,4- 
pyrimidinediamine (R950165) 

In like manner to the preparation of N4-(3-aminophenyl)-5-fluoro-N2-(2- 
methoxycarbonylbenz»furane-5-yl)-5-fluoro-2,4-pyrinddinediainine,N4-(3-aminophenyl)- 
2-cWoio-5-fluoro-4-pyrimidineaniine and 4-isopropoxyaniline were reacted to prepare N4- 
(3-aminophenyl)-5-fluoro-N2-(4-isopropoxyphenyl)-2,4-pyrimidinediamine. NMR 
(DMSO-D6-MeOD, 300 MHz): 5 7.90 (d, IH, J= 4.1 Hz), 7.47 (m, 2H), 7.03 (t, IH, J= 1.7 
Hz), 6.60-6.95 (m, 5H), 6.29 (m, IH), 4.43 (septett, IH, J= 6.0 Hz), 1.18 (d, 6H, J= 6.0 Hz); 
LCMS: ret. time: 17.11 min.; purity: 88.4%; MS (m/e): 354.09 (MH^. 

7.3.435 N2-(3-Furylmethylene)-5-fluoro-N4-(3-hydroxyphenyI)-2,4- 
pyrunidmediamme (1^50210) 

In like manner to the preparation of N4-(3-aminophenyl)-5-fluoro-N2-(2- 
methoxycarbonylbenzofurane-5 -yl)-5 -fluoro-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4- 
(3-hydroxyphenyl)-4-pyrimidineaniine and 3-flirylmathylamine were reacted to prepare N2- 
(3-furylmethylene)-5-fluoro-N4-(3-liydroxyphenyl)-2,4-pyrimidinediamine. LCMS : ret. 
time: 16.03 min.; purity: 93.5%; MS (m/e): 301.10 (MH^. 

7.3.436 5-Fluoro-N4-(3-hydroxyphenyl)-N2-(4- 
methoxyphenyloxyet]iyleneaimno)-2,4-pyriimdinediaiiime 
(R950211) 

In like manner to the preparation of N4-(3-aminophenyl)-5-fluoro-N2-(2- 
methoxycarbonylbenzoflu:ane-5-yl)-5-fluoro-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4- 

(3-hydroxyphenyl)-4-pyrimidineamine and 2-(4-methoxyphenyl)ethylamine were reacted to 
prepare 5-fluoro-N4-(3-hydroxyphenyl)-N2-(4-methoxyphenyloxyethyleneamino)-2,4- 
pyrimidinediamine. LCMS: ret. time: 18.88 min.; purity: 97.6%; MS (m/e): 371.09 (MH*). 
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7.3.437 N4-(3-Aminophenyl)-N2-[[N3-[N4-(3-ammophenyl)]-5-nuoro- 
2,4-pyriiiiidinediainjne]aininophenyl]-5-fluoro-2,4- 
pyrinudinediamme (R950137) 

2,4-Dichloro-5-fluoropyrimidine and 3-ammoamline were reacted to prepare N4-(3- 
amiiiophenyl)-N2-[[N3-[N4-(3-arninophenyl)]-5-fluoro-2,4- 

pyrimidinediamine]aminophenyl]-5-fluoro-2,4-pyrimidinediamine. LCMS: ret. time: 13.10 
min.; purity: 96.4%; MS (m/e): 513.01 (mt). 

7.3.438 N4-(3,4-Ethylenedioxypheiiyl)-5-fluoro-N2-[3- 
(hydroxyethyleneaimno)phenyl]-2,4-pyi1iiiidiiiediaiiiine 
(R950208) 

N2-(3-Anmiophenyl)-N4-(3,4-ethylenedioxyphenyl)-5-fIuoro-2,4- 
pyrimidinediamine and 2-bromoethanol were reacted together to give N4-(3,4- 
ethyleriedioxyphenyl)-N2-[3-(hydroxyethylaniiiio)phenyl]-5-fluoro-2,4-pyriinidinediamiiie. 
LCMS. ret. time: 15.44 min.; purity: 98.6%; MS (m/e): 398.05 (MET). 

7.3.439 N2-[3-Bis(hydroxyethyl)aminophenyl]-N4-(3,4- 
ethyIenedioxyphenyl)-5-fluoro-2,4-pyriiiiidmediaiiiine 
(R950209) 

N2-(3-An3inophenyl)-N4-(3,4-ethylenedioxypheQyl)-5-fluoro-2,4- 
pyrimidinediamine and 2-bromoethanol were reacted together to give N2-[3- 
bis(hydroxyethyl)aminophenyl]-N4-(3,4-ethylenedioxyphenyl)-5-fIuoro-2,4- 
pyrimidinediamine. LCMS: ret. time: 15.64 min.; purity: 97.8%; MS (m/e): 442.06 (Mtt). 

7.3.440 6-Ethoxycarbonyl-N4-(ethoxycarbonylmethyl)-N2-(4- 
ethoxycarbonylmethyIeneoxyphenyl)-5-nitro-2,4- 
pyrimidinediamine (R925858) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-hydrDxyphenyl)-2,4-pyriinidinediamine,N-(2-chloro-6-ethoxycarbonyl-5-mtro-4- 
pyrimidinyl)glycine ethyl ester and ethyl 4-aminophenoxyacetate were reacted to yield 6- 
ethoxycarbQnyl-N4-(ethoxycarbonylmethyl)-N2-(4-ethoxycarbonyhnethyleneoxyphenyl)-5- 
mtro-2,4-pyrimidinediamine. NMR (CDCI3): 5 9.00 (bs, IH), 7.49 (bs, IH), 7.41 (d, 2H, 
J= 9.0 Hz), 6.89 (d, 2H, J= 9.0 Hz), 4.62 (s, 2H), 4.46 (q, 2H, J= 7.2 Hz), 4.31-4.19 (m, 6H), 
1.40 (t, 3H, J= 7.2 Hz), 1.33-1.25 (m, 6H); LCMS: ret. time: 30.0Q min.; purity: 98 %; MS 
(m/e): 492 (MH^. 
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7.3.441 N4-Beiizyloxy-5-ethoxycarbonyl-N2-(3,4- 

ethylenedioxyphenyl)-2,4-pyriiiiiduiediaiiiine (R925837) 

In a maimer similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyriniidinedianiine, N4-benzyloxy-2-chloro-5-ethoxycarbonyl- 
5 4-pyriniidineanmie and l,4-benzodioxan-6-amine were reacted to yield N4-benzryloxy-5- 
ethoxycarbonyl-N2-(3,4-et]iylenedioxyphenyl)-2,4-pyrimidinediamine. ^HNMR (DMSO- 
d6): 6 8.55 (s, IH), 7.49-7.44 (m, 3H), 7.39-7.34 (m, 4H), 7.30-7.22 (m, IH), 6.67 (d, IH, 
J= 8.4 Hz), 4.98 (s, 2H), 4.23-4.17 (m, 6H), 1.26 (t, 3H, J= 7.2 Hz); LCMS: ret. time: 26.14 
min.; purity: 95%; MS (m/e): 423 (MH^. 

10 7.3.442 N4-Benzyloxy-5-ethoxycarbonyl-N2-(3-hydroxyphenyl)-2,4- 

pyrimidinediamine (R925824) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine,N4-benzyloxy-2-chloro-5-ethoxycarbonyl- 

4-pyrimidineamine and 3-hydroxyaniline were reacted to yield N4-benzyloxy-5- 
15 ethoxycarbonyl-N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine. LCMS: ret. time: 24.28 
min.; purity: 88 %; MS (m/e): 381 (MH^. 

7.3.443 N2,N4-Bis[4-(aminocarbonylmethyleneoxy)phenyl]-5-fluoro- 
2,4-pyrimidinediamme (R945025) 

A mixture of 4-nitrophenol (7.65 g, 55 mmol), 2-bromoacetamide (6.90 g, 50 mmol) 
20 and K2CO3 (13.8 g, 0.1 mol) in acetone (50 mL) was stirred at room temperature for 24 h. 
The reaction mixture was diluted with water, and acetone was removed under reduced 
pressure. The formed Ught-yellow precipitate was collected by filtration, washed with 
water and dried to give l-aminocarbonylmethyleneoxy-4-iiitrobenzene (8.28 g, 84%). 

Hydrogenation of l-aminocarbonyhnethyleneoxy-4-nitrobenzene (3 g, 15 mmol) in 
25 methanol (50 mL) catalyzed by 10% Pd-C (500 mg) and Na2S04 (500 mg) at 50 psi for 2h 
gave 4-(aminocarbonylmethyleneoxy)anihne (2.59 g, quant.). 

4-(Aminocarbonylmethyleneoxy)aniline (500 mg, 3 mmol) and 2,4-dichloro-5- 
fluoropyrimidine (200 mg, 1.2 mmol) were dissolved in methanol (10 mL) and water (1 
mL) and was stirred at 70 °C for 24 h. Then methanol was removed under reduced 
30 pressure. The remaining aqueous solution was acidified with 1 N HCl (80 mL). The 
formed white precipitate was collected by filtration to give N2,N4-bis[4- 
(aminocarbonylmethyleneoxy)phenyl]-5-fluoro-2,4-pyrimidinediamine (370 mg, 72%). *H 
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NMR (acetone-i/g): 5 4.46 (s, 2H), 4.50 (s, 2H), 6.81 (br, NH, 2H), 6.91 (d, J= 9.0 Hz, 2H), 
6.98 (d, J= 9.0 Hz, 2H), 7.20 (br, 2H, NH), 7.63 (d, J= 9.3 Hz, 2H), 7.72 (d, J= 8.7 Hz, 2H), 
7.93 (d, J=3.6Hz, IH), 8.27 (br, IH, NH), 8.44 (br, 1H,NH); LCMS: ret. time: 13.91 min.; 
purity: 100%; MS (m/e): 427.02 (MH*). 

5 7.3.444 N2,N4-Bis[4-(cyanomethyleneoxy)pheiiyl]-5-fluoro-2,4- 

pyrimidmedianime (R945032) 

To a solution of N2,N4-bis[4-(arninocarbonylmethyleneoxy)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (200 mg, 0.47 mmol) in THF (10 mL) was added trifluoroacetic 
anhydride (0.33 mL, 2.35 mmol) and pyridine (0.38 mL, 4.7 mmol) at room temperature 

10 and was stirred at room temperature overnight. The mixture was diluted with ethyl acetate 
(80 mL) and 1 N HCl (80 mL). The organic layer was washed with 1 N HCl (2 x 60 mL), 
water (2 x 60 mL) and brine (60 mL). The ethyl acetate layer was dried and evaporated. 
The residue was recrystallized from ethyl acetate and hexanes to give N2,N4-bis[4- 
(cyanomethyleaeoxy)phenyl]-5-fluoro-2,4-pyrimidinediamine (159 mg, 87%) as a white 

15 soUd. IH NMR (acetone-rfg): 6 5.09 (s, 2H), 5.16 (s, 2H), 7.08 (d, J= 9.3 Hz, 2H), 7.17 (d, 
J= 9.0 Hz, 2H), 7.63 (d, J= 9.0 Hz, 2H), 7.77 (d, J= 9.3 Hz, 2H), 8.17 (d, J= 4.8 Hz, IH), 
9.55 (br, 1H,NH), 11.00 (br, 1H,NH);LCMS: 21.47 min.; 96.11%; MS (m/e): 391.20 

7.3.445 N2,N4-Bis[4-(lH-l,2,3,4-tetrazol-5-yl)methyleneoxyphenyl]-5- 
20 fluoro-2,4-pyrimidmediamme (R945033) 

To a solution of N2,N4-bis[4-(cyanomethyleneoxy)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (100 mg, 0.26 mmol) in DMF (10 mL) was added NH4CI (136 mg, 2.54 
mmol), sodium azide (100 mg, 1.54 mmol), and one drop of acetic acid and was stirred at 
70 °C overnight. Then it was titrated with ethyl acetate (80 mL) to give precipitation. The 
25 precipitate was collected by filtration, washed with 1 N HCl and water to give N2,N4-bis[4- 
(lH-l,2,3,4-tetrazol-5-yl)methyleneoxyphenyl]-5-fluoro-2,4-pyrimidinediamine (66 mg, 
54%) as a white solid. ^H NMR (CD3OD): 5 5.31 (s, 2H), 5.34 (s, 2H), 6.93 (d, J= 9.0 Hz, 

2H), 7.00 (d, J= 9.3 Hz, 2H), 7.04 (d, J= 9.0 Hz, 2H), 7.57 (d, J= 9.0 Hz, 2H), 7.81 (d, J= 
4.2 Hz, IH); LCMS: 16.54 min.; purity: . 88.34%; MS (m/e): 477.02 (MH^. 
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7.3.446 N2,N4-Bis(4-methoxycarboiiylphenyl)-5-fluoro-2,4- 
pyrinudmediamiiie (1(945034) 

A mixture, of 4-Aminobenzoic acid (410 mg, 3 mmol) and 2,4-dichloro-5- 
fluoropyrimidiae (100 mg, 0.6 mmol) in methanol (10 mL) and water (1 mL) was stirred at 

5 100 "C for 24 h to yield N2,N4-bis(4-carboxyphenyl)-5-fluoro-2,4-pyrimidinediamine after 
methanol was removal. This residue was redissolved in DMF (10 mL) and to it was added 
potassium carbonate (1,65 g, 12 mmol) and iodomethane (0.37 mL, 6 mmol), stirred at 
room temperature overnight, and then diluted with 1 N HCl (80 mL) and ethyl acetate (80 
mL). The ethyl acetate layer was washed with IN HCl (60 mL) and water (60 mL). The 

10 organic layer was separated, dried, evaporated and the resulting residue was recrystallized 
from ethyl acetate/hexanes to give N2,N4-bis(4-methoxycarbonylphenyl)-5-fluoro-2,4- 
pyrimidinediamine (150mg, 63%). iRNMR (acetone-Jg): 5 3.85 (s, 3H), 3.88 (s, 3H), 
7.88-7.97 (m, 4H), 7.98-8.05 (m, 4H), 8.18 (d, J= 3.0 Hz, IH), 9.00 (br, IH, NH), 9.04 (br, 
IH, NH); LCMS: ret. time: 27.07 min.; purity: 95.54%; MS (m/e): 397.04 (MH^. 

15 7J.447 N2,N4-Bis(3-methoxycarbonylpheiiyl)-5-fluoro-2,4- 

pyrimidinediamiue (R945035) 

In a manner analogous to the preparation of N2,N4-bis(4-methoxycarbonylphenyl)- 
5-fluoro-2,4-pyrimidinediamine, the reaction of 3-aminobenzoic acid (410 mg, 3 mmol) and 
2,4-dichloro-5-fluoropyrimidine (100 mg, 0.6 mmol) gave N2,N4-bis(3- 
20 methoxycarbonylphenyl)-5-fluoro-2,4-pyrimidinediamine (1 80 mg, 76%) as a white solid. 
iH NMR (acetone-f/g): 6 3.81 (s, 3H), 3.83 (s, 3H), 7.37 (t, J= 8.1 Hz, IH), 7.47 (t, J= 8.1 
Hz, IH), 7.60 (d, J= 7.8 Hz, IH), 7.75 (d, J= 7.5 Hz, IH), 8.02 (d, J= 6.3 Hz, IH), 8.10 (d, 
J= 3.6 Hz, IH), 8.24 (d, J= 8.4 Hz, IH), 8.36 (d, J= 1 1.4 Hz, 2H), 8.74 (br, IH, NH), 8.82 
(br, IH, NH); LCMS: ret. time: 22.77 min.; purity: 91.04%; MS (m/e): 397.00 (MH^. 

25 7.3.448 N2,N4-Bis(3-carboxyphenyl>5-fluoro-2,4-pyriimdmediaiiime 

(R945036) 

A solution of N2,N4-bis(3-meflioxycarbonylphenyl)-5-fluoro-2,4- 
pyrimidinediamine (100 mg, 0.25 mmol) and NaOH (140 mg, 3.5 mmol) in THF:H20 (5 
mL, each) was stirred at room temperature overnight. The reaction mixture was diluted with 
30 water (60 mL) and ethyl acetate (60 mL). The aqueous layer was separated, acidified with 
IN. HCl solution to pH 3. The formed precipitate was collected by filtration and 
recrystallized from methanol to give N2,N4-bis(3-carboxyphenyl)-5-fluoro-2,4- 
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pyrinridinediamine (54 mg, 58%) as a white solid. iH NMR (CD3OD): 6 7.31 (t, J= 8.1 Hz, 

IH), 7.42 (t, J= 8.1. Hz, IH), 7.61 (dm, J= 7.8 Hz, IH), 7.76 (dm, J= 8.4 Hz, IH), 7.89 (dm, 
J= 7.2 Hz, IH), 7.98 (d, J= 3.6 Hz, IH), 8.01 (m, IH), 8.20 (m, IH), 8.37 (m, IH); LCMS: 
ret. time: 15.77 min.; purity: 98.84%; MS (m/e): 369.03 (NffiT). 

5 7.3.449 N2,N4-Bis(4-carboxyphenyl)-S--fluoro-2,4-pyriinidinediamine 

(R945037) 

In a mamier analogous to the preparation of N2,N4-bis(3-carboxyphenyl)-5-fluoro- 
2,4-pyrimidinediamiiie,N2,N4-bis(4-methoxycarbonylphenyl)-5-fluoro-2,4- 
pyrimidinediamine (100 mg, 0.25 mmol) and NaOH (200 mg, 5 mmol) gave N2,N4-bis(4- 
10 carboxyphenyl)-5-fluoro-2,4-pyrimidinediamine (55 mg, 59%) as a white solid. ^HNMR 
(CD3OD): 5 7.77 (d, J= 8.7 Hz, 2H), 7.92 (d, J= 8.7 Hz, 2H), 7.94 (d, J= 8.4 Hz, 2H), 8.02 

(d, J= 8.7 Hz, 2H), 8.07 (d, J= 3.6 Hz, IH); LCMS: ret. tune: 16.34 min.; purity: 100%; MS 
(m/e): 368.87 QASt). 

7.3.450 N2^4-Bis(3-isopropylammocarbonyIoxyphenyl)-5-fluoro-2,4- 
15 pyrimidinediaintaie 0^926412) 

The reaction of 1 equivalent of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine with 3 equivalents of isopropyl isocyanate in the presence of pyridine in 
CH2CI2 at room temperature for 24 h followed by extractive work up using CH2CI2 gave the 
desired N2J^4-bis(3-isopn>pylaminocarbonyloxyphenyl)-5-fluoro-2,4-p5Tiimdinediamine. 
20 *H NMR (CDCI3 + CD3OD): 5 7.82 (d, IH, J= 3.6 Hz), 7.66 (bd, IH), 7.48 (bd, IH). 7.15- 
7.02 (m, 2H), 6.76-6.76 (m, 2H), 6.56 (bd, IH, J= 8.1 Hz), 6.45 (dd, IH, J= 1.8 and 8.4 Hz), 
4.70 (m, 2H), 1.05 (d, 12H, J= 6.3 Hz); ^^NMR(CDCl3+ CD3OD): - 47206; LCMS: ret. 
time: 15.40 min.; purity: 90%. 

7.3.451 N2,N4-Bis[4-(ethylaminocarbonylaimno)phenyl]-5-fluoro-2,4- 
25 pyrimidinediaimiie (R945040) 

A mixture of l,4-dianiinob6nzene (4 g, 37 mmol), ethyl isocyanate (1 mL, 12.6 
mmol) and potassium carbonate (8.72 g, 63 mmol) in THF (20 mOL) was stirred at room 
temperature overnight. The reaction mixture was partitioned in IN HCl solution (80 mL) 
and ethyl acetate (80 mL). . The aqueous layer was extracted with ethyl acetate (4 x 80 mL). 
30. The combined organic layers was dried, evaporated, recrystallized from 

MeOH/CH2Cl2/hexaaes to. give 4-(ethylanunocarbonylamino)aniline (1.4 g, 62%) as a 
beige solid. 



wo 03/063794 



PCT/US03/03022 



In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, 4-(ethylaminocarbonylamiQo)anilme (537 mg, 3 mmol) and 2,4- 
dichloro-5-fluoropyriraidiae (100 mg, 0.6 rmnol) gave N2,N4-bis[4- 
(ethylaminocarbonylaDdno)phenyl]-5-fluoro-2,4-pyrinudinedianiine (180 mg, 66%) as a 
5 white soUd. »H NMR (CD3OD): 5 1.16 (t, J= 7.2 Hz, 6H), 3.24 (q, J= 7.2 Hz, 4H), 7.29 (d, 
J= 9.0 Hz, 2H), 7.40 (t, J= 9.0 Hz, 4H), 7.55 (d, J= 9.0 Hz, 2H), 7.87 (s, IH, NH), 7.89 (s, 
IH, NB); LCMS: ret. time: 16.93 min.; purity: 93.43%; MS (m/e): 453.03 (Mtf). 

7.3.452 N2,N4-Bis[3-(ethylaiiunocarbonylammo)phenyl]-5-fluoro-2,4- 
pyrimidinediamine (R945045) 

10 In a maimer analogous to the preparation of N2,N4-bis[4- 

(ethylaminocarbonylaaiino)phenyl]-5-fluoro-2,4-pyrimidinediamine, the reaction of 1,3- 
diaminobenzene (2 g, 18.5 nmiol), ethyl isocyanate (0.5 mL, 6.3 mmol) and potassiimi 
carbonate (4.36 g, 31.5 mmol) gave 3-(ethylatninocarbonylamino)aniline (940 mg, 83%). 
The reaction of 3-(ethylaminocarbonylamino)amluie (537 mg, 3 mmol) and 2,4-dichloro-5- 

15 fluoropyrimidine (100 mg, 0.6 mmol) gave N2,N4-bis[3- 

(ethylaminocarbonylamino)phenylJ-5-fluoro-2,4-pyrirnidLaediamine (180 mg, 66%) as a 
white solid. iR NMR (CD3OD): 5 1.14 (t, J= 6.9 Hz, 3H), 1.15 (t, J= 7.5 Hz, 3H), 3.21 (q, 
J= 7.2 Hz, 2H), 3.22 (q, J= 7.5 Hz, 2H), 7.06 (ddd, J= 0.9, 2.1, 7.8 Hz, IH), 7.10-7.28 (m, 
5H), 7.53 (t, J= 2.1 Hz, IH), 7.80 (m, IH), 7.92 (d, J= 5.7 Hz, IH); LCMS: ret. time: 17.17 

20 min.; purity: 89.63%; MS (m/e): 453.38 (Mit). 

7.3.453 N2,N4-Bis(4-hydroxy-3-methoxycarbonylphenyl)-5-fluoro- 
2,4-pyriinidmediamme (R945043) 

A solution of N2,N4-bis(3-carboxy-4-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (70 mg, 0.17 mmol) and thionyl chloride (0.04. mL, 0.55 mmol) in 

25 MeOH (10 mL) was refluxed ovemigiht. Methanol was removed in vacuo. The residue was 
diluted with EtOAc (60 mL) and sodium hydrogen carbonate solution (60 mL). The EtOAc 
layer was washed with NaHC03 aqueous solution (60 mL) and water (60 mL). The organic 
layer was dried, evaporated and crj^tallized firom MeOH/Et20 to give N2,N4-bis(4- 
hydroxy-3-methoxycarbonylphenyl)-5-fluoro-2,4-pyrimidinediamine (58 mg, 77%). ^H 

30 NMR (DMSO-d6): 5 3.69 (s, 3H), 3.71 (s, 3H), 6.81 (d, J= 9.3 Hz, IH), 6.92 (d, J= 9.0 Hz, 
IH). 7.64 (dd, J= 2.7, 9.0 Hz, IH), 7.84 (dd, J= 2.1 and 8.4 Hz, 1 H), 8.03-8.07 (m, 3 H), 
9.14 (s, 1 H, NH), 9.34 (s, 1 H, NH), 10.16 (s, 1 H, OH), 10.29 (s, IH, OH); i^F NMR (282 
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MHz, DMS0-d6): 5 - 165.60; LCMS: ret. time: 22.24 min.; purity: 100%; MS (m/e): 
428.98 (mt). 

73.454 N2,N4-Bis [4-(2-methyl-l ,2,3,4-tetrazol-5- 
yl)methyleneoxyphenyl]-5-fluoro-2,4- 
5 pyriinidmediaiiime(R945046) 

5-Fluoro-N2,N4-[4-(l-methyl-l,2,3,4-tetrazol-5- 

yl)methyleneoxyphenyl],[4-(2-methyl-l,2,3,4-tetrazol-5- 
yl)methyleneoxyphenyl]-2,4-pyriimdmediamine(R945047) 

N2,N4-Bis[4-(l-methyl-l,2,3,4-tetrazol-5- 
10 yl)inethyIeneoxyphenyl]-5-flnoro-2,4-pyriiiiidinediaiiij[iie 

(R945048) 

Compound N2,N4-bis[4-(lH-l,2,3,4-tetrazol-5-yl)methyleneoxyphenyl]-5-fluoro- 
2,4-pyrimidinediamine (30 mg, 0.063 mmol), iodomethane (0.024 mL, 0.38 mmol) and 
K2CO3 (88 mg, 0.64 mmol) in DMF (5 mL) was stirred at room temperature overnight. 

15 Then it was diluted with ethyl acetate (50 mL) and water (50 mL). The organic layer was 
washed with water (50 mL) and brine (50 mL). After separation, the ethyl acetate layer was 
dried, evaporated and purified by flash column chromatography (EtOAc/hexanes = 2/1, 1/1, 
EtOAc) to give a mixture of following compounds: N2,N4-bis[4-(2-methyl-l,2,3,4- 
tetrazol-5-yl)methyleneoxyphenyl]-5-fluoro-2,4-pyrimidinediamine R945046 (6 mg, 19%)^ 

20 IH NMR (CDCI3): 5 4.37 (s, 3H), 4.38 (s, 3H), 5.33 (s, 2H), 5.36 (s, 2H), 6.65 (d, J= 3.0 
Hz, IH), 6.76 (s, IH), 6.98 (d, J= 9.0 Hz, 2H), 7.04 (d, J= 9.3 Hz, 2H), 7.42 (d, J= 9.0 Hz, 
2H), 7.51 (d, J= 9.0 Hz, 2H), 7.90 (br, IH); i^p NMR (282 MHz, CDCI3): 6 - 168.52; 

LCMS: ret. time: 20.44 mm.; purity: 94.92%; MS (m/e): 505.02 (Mtt); 5-fluoro-N2,N4-[4- 
(l-methyl-l,2,3,4-tetrazol-5-yl)methyleneoxyphenyl],[4-(2-methyl-l,2,3,4-tetrazol-5- 
25 yl)methyleneoxyphenyl]-2,4-pyrimidinediamine R945047 (8 mg, 25%), ^H NMR (CDCI3): 

8 4.18 (s, 3H), 4.20 (s, 3H), 4.36 (s, 3H), 4.37 (s, 3H), 5.34 (s, 2H), 5.37 (s, 2H), 5.42 (s, 
2H), 5.46 (s, 2H), 6.69 (br, 2H), 6.80 (s, IH), 6.83 (s, IH), 6.91 (d, J= 9.3 Hz, 2H), 6.98 (d, 
J= 9.0 Hz, 2H), 6.99 (d, J= 9.3 Hz, 2H), 7.04 (d, J= 9.0 Hz, 2H), 7.41 (d, J= 9.9 Hz, 2H), 
7.44 (d, J= 9.3 Hz, 2H), 7.50 (d, J= 9.0 Hz, 2H), 7.54 (d, J= 9.0 Hz, 2H), 7.91 (br, 2H); i^F 
30 NMR (282 MHz, CDCI3): 6 - 168.39, - 168.16; LCMS: ret. time: 19.42 min.; purity: 
91.18%; MS (m/e): 504.99 (MH^, andN2,N4-bis[4-(l-methyl-l,2,3,4-tetrazol-5- 
yl)methyleneoxyphenyl]-5-fluoro-2,4-pyrimidmediamine R945048 (6 mg, 19%)» iRNMR 
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(CD3OD + CDCI3): 5 4.20 (s, 3H), 4.22 (s, 3H), 5.50 (s, 2H), 5.55 (s, 2H), 6.95 (d, J= 9.0 
Hz, 2H), 7.02 (d, J= 9.3 Hz, 2H), 7.52 (d, J= 9.0 Hz, 2H), 7.66 (d, J= 9.3 Hz, 2H), 7.84 (d, 
J= 3.6 Hz, IH); i^p nmR (282 MHz, CD3OD+CDCI3): 5 -. 163.12; LCMS: ret. time: 18.32 

min.; purity: 83.41%; MS (m/e): 504.99 (MH^). 

5 7.3.455 N4-(4-AiiiinocarbonyImethyleneoxyphenyI)-5-fluoro-N2-(4- 

methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamiiie (R945052) 

Iq like manner to the preparation of 2-chloro-N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-4-pyrimidinean3ine, 4-(anadnocarbonyImethyleneoxy)aniline (398 mg, 2.4 mmol) and 

10 2,4-dichloro-5-fluoropyriniidine (200 mg, 1 .2 mmol) gave N4-(4- 

aminocarbonylmethyleneoxyphenyl)-2-chloro-5-fluoro-4-pyrinudineamine (270 mg, 76%). 
In like manner to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine, the reaction of methyl 4-aminophenoxyacetate (183 mg, 1 mmol) and 
N4-(4-aminocarbonyLmethyleneoxyphenyl)-2-chloro-5-fluoro-4-pyrimidineamine (100 mg, 

15 0.34 mmol) gave N4-(4-aminocarbonylmethyleneoxyphenyl)-5-fluoro-N2-(4- 

methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamine (120 mg, 80%). ^HNMR 
(acetone-rfg): 5 3.25 (s, 3H), 3.98 (s, 2H), 4.33 (s, 2H), 6.45 (d, J= 8.7 Hz, 2H), 6.49 (d, J= 

9.3 Hz, 2H), 6.93 (d, J= 8.7 Hz, 2H), 7.13 (d, J= 9.0 Hz, 2H), 7.71 (d, J= 5.1 Hz, IH), 9.46 
(br, IH, NH), 9.78 (br, IH, NH); LCMS: ret. time: 16.65 min.; purity: 100%; MS (m/e): 
20 442.01 (MH^. 

7.3.456 N4-(4-CyanomethyIeneoxyphenyl])5-fluoro-N2-(4- 
methoxycarbo]iylmethyIeneoxyphenyl)-2,4- 
pyrimidinediamine (R945053) 

In a manner analogous to the preparation of N2,N4-bis(4- 
25 cyanomethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinediatnine, the reaction of N4-(4- 
aminocarbonylmethyleneoxyphenyl)-5-fluoro-N2-(4-methoxycarbonyhnethylene 
oxyphenyl)-2,4-pyrimidinediamine (80 mg, 0.18 nomol), trifluoroacetic anhydride (0.13 mL, 
0.92 mmol) and pyridine (0.15 mL, 1.84 mmol) gave N4-(4-cyanomethyleneoxyphenyl)-5- 
fluoro-N2-(4-methoxycarbonylmefliyleaeoxyphenyl)-2,4-pyrumdinediainine (52 mg, 68%) 
30 as a white solid. iH NMR (DMS0-d6): S 3.24 (s, 3H), 4.26 (s, 2H), 4.71 (s, 2H), 6.36 (d, 
J= 9.3 Hz, 2H), 6.59 (d, J= 9.0 Hz, 2H), 7.06 (d, J= 9.0 Hz, 2H), 7.28 (d, J= 9.0 Hz, 2H), 
7.58 (d, J= 3.6 Hz, IH), 8.59 (br, IH, NH), 8.85 (br, IH, NH); i^F NMR (282 MHz, 
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DMS0-d6): 5 - 166.26; LCMS: ret. time: 21.37 min.; purity: 100%; MS (m/e): 424.01 
(MHT^. 

7.3.457 N2,N4-Bis [3-hydroxy-4-(methoxycarbonyl)phenyl]-5-fluoro- 
2,4-pyriiiiidmediamine (R945056) 

5 A solution of 4-amino-2-hydroxybenzoic acid (1 g, 6.5 mmol) in MeOH (15 mL) 

and concentrated sulfonic add (1 mL) was refluxed overnight The reaction mixture was 
quenched with NaHCOs aqueous solution (60 mL) and EtOAc (60 mL). The organic layer 
was separated, dried, evaporated to give 3-hydroxy-4-methoxycarbonylaniline. 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 

10 2,4-pyrinMdinediamine, 3-hydroxy-4-methoxycarbonylaniline (500 mg, 3 mmol) and 2,4- 
dichloro-5-fluoropyrimidine (100 mg, 0.6 mmol) gave N2,N4-bis-[3-hydroxy-4- 
(methoxycarbonyl)phenyl]-5-fluoro-2,4-pyrimidinediamine (105 mg, 41%). 'HNMR 
(DMS0-d6): 8 3.90 (s, 3H), 3.93 (s, 3H), 7.31 (dd, J= 2.4, 9.0 Hz, IH), 7.56 (dd, J= 2.1, 8.7 
Hz, IH), 7.63 (d, J= 2.1 Hz, IH), 7.67 (d, J= 2.1 Hz, IH), 7.67 (d, J= 9.0 Hz, IH), 7.79 (d, 

15 J= 9.0 Hz, IH), 8.28 (d, J= 3.6 Hz, IH), 9.72 (s, IH, NH), 9.82 (s, IH, NH), 10.77 (s, IH, 
OH), 10.80 (s, IH, OH); i^FNMR (282 MHz, DMS0-d6): 5 - 161.74; LCMS: ret. time: 
31.47 min.; purity: 96.03%; MS (m/e): 428.99. (MH*). 

7.3.458 N2-(4-AminocarbonyImethyleneoxyphenyl)-5-fluoro-N4-(4- 
methoxycarbonylmethyleneoxyphenyl)-2,4- 

20 pyrimidinediamiiie (R945060) 

In a manner analogous to the preparation of N4-(4- 
aminocarbonylmethyleneoxyphenyl)-5-fluoro-N2-(4-methoxycarbonylmethylene 
oxyphenyl)-2,4-pyrimidinediamine, 2-chloro-5-fluoro-N4-(4- 

methoxycarbonyhnethyleneoxyphenyl)-4-pyrimidineamine (150 mg, 0.48 mmol) and 4- 
25 (aminocarbony]methyleneoxy)aniline (240 mg, 1.44 mmol) gave N2-(4- 

aminocarbonylmethyleneoxyphenyl)-5-fluoro-N4-(4-methoxycarbonyhnethylene 
oxyphenyl)-2,4-pyrimidinediamine (145 mg, 68%). . iHNMR (DMS0-d6): 8 3.70 (s, 3H), 
4.40 (s, 2H), 4.81. (s, 2H), 6.91 (d, J= 8.4 Hz, 2 H), 6.93 (d, J= 8.4 Hz, 2H), 7.36 (d, J= 8.4 
Hz, 2H), 7.54 (d, J= 8.7 Hz, 2H), 8.21 (d, J= 4.8 Hz, IH), 10.13 (br, IH, NH), 10.39 (br, 
30 IH, NH); i^F NMR (282 MHz, DMSO-d6): 5 - 162.26; LCMS: ret. time: 15.37 min.; 
purity: 78.49%; MS (m/e): 442.07 (MH^. 
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7.3.459 N2,N4-Bis(3-hydroxy-4-carboxyphenyl)-5-fluoro-2,4- 
pyrimidinediamme (R945061) 

In a maimer analogous to the preparatioii of N2,N4-bis(3-carboxyphenyl)-5-fluoro- 
2,4-pyriimdmediamine, the reaction of N2,N4-bis[3-liydroxy-4-(methoxycarbonyl)phenyl]- 
5 5-fluoro-2,4-pyriniidiaediamine (70 mg, 0.16 mmol) and NaOH (1 00 mg, 2.5 mmol) gave 
N2,N4-bis(3-hydroxy-4-carboxyphenyl)-5-fluoro-2,4-pyrimidinediamine (50 mg, 77%) as a 
white solid. iH NMR (DMS0-d6): 5 7.21 (dd, J= 1.5 and 8.7 Hz, IH), 7.46-7.52 (m, 3H), 
7.63 (d, J= 8.7 Hz, IH), 7.72 (d, J= 8.7 Hz, IH), 8.28 (d, J= 3.3 Hz, IH), 9.71 (s, IH, NH), 
9.79 (s, IH, NH), 11.34 (br, 2H); i^F NMR (282 MHz, DMS0-d6): 8 - 161.10; LCMS: ret. 
10 time: 20.76 min.; purity: 84.65%; MS (m/e): 400.95 (Mrf). 

7.3.460 N2-(4-Cyanoinethyleneoxyphenyl)-5-fluoro-N4-(4- 
methoxycarbonyImethyleneoxyphenyI)-2,4- 
pyrimidinediamine (Et945062) 

In a manner analogous to the preparation of N2,N4-bis(4- 
15 cyanomethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinediamine, N2-(4- 
aminocarbonylmethyleneoxypheny])-5-fluoro-N4-(4- 

methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamine (100 mg, 0.23 mmol), 
trifluoroacetic anhydride (0.16 mL, 1.13 rtmiol) and pyridine (0.18 mL, 2.21 mmol) gave 
N2-(4-cyanomethyleneoxyphenyl)-5-fluoro-N4-(4-methoxycarbonylmethyleneoxyphenyl)- 
20 2,4-pyrimidinediamine (66 mg, 69%) as a white solid. ^H NMR (acetone-c/g): 8 3.75 (s, 

3H), 4.67 (s, 2H), 4.89 (s, 2H), 6.88 (d, J= 9.0 Hz, 2H), 6.90 (d, J= 9.3 Hz, 2H), 7.48. (d, J= 
9.0 Hz, 2H), 7.54 (d, J=. 9.0 Hz, 2H), 7.84 (d, J= 4.2 Hz, IH), 9.17 (br, IH, NH), 10.59 (br, 
IH, NH); i^F NMR (282 MHz, acetone-rfg): 5 - 164.65; LCMS: ret. time: 20.69 min.; 
purity: 94.35%; MS (m/e): 424.02 (MH^. 

25. 7.3.461 N2,N4-Bis(3-methoxy-4-methoxycarboiiylphenyl)-5-fluoro- 

2,4-pyriinidinediamine (R945065) 

In a manner analogous to the preparation of N2,N4-bis[4-(2-methyl-l,2,3,4-tetrazol- 
5-yl)methyleneoxyphenyl]-5-fluoro-2,4-pyrimidinedianline,2-methoxy-4-lutrobenzoic acid 
(1 g, 5 mmol), potassium carbonate (1.4 g, 10 mmol) and iodomethane (0.47 mL, 7.5 mmol) 

30 gave methyl 2-methoxy-4-nitrobenzoate (820 mg, 77%) as a white sohd. 
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The hydrogeaation of methyl 2-methoxy-4-mtrobenzoate (700 mg, 3.3 inmol) in 
meHianol (10 mL) catalyzed by 5% Pd-C (100 rag) and Na2S04 (100 mg) at 50 psi for Ih 
gave methyl 4-ammo-2-methoxybenzoate (600 mg, quant.) as a white solid. 

In a manner analogous to, the preparation of N2,N4-bis(3-hydroxyphenyl)-5-fluoro- 
5 2,4-pyrimidinediamine, methyl 4-anuno-2-methoxybenzoate (542 mg, 3 mmol) and 2,4- 
dichloro-5-fluoropyrimidine (100 mg, 0.6 mmol) gave N2,N4-bis(3-methoxy-4- 
methoxycarbonylphenyl)-5-fluoro-2,4-pyrimidinediamine (180 mg, 66%) as a white solid. 
iH NMR (acetone-c?6): 6 3.76 (s, 3H), 3.77 (s, 3H), 3.81 (s, 6H), 7.36 (dd, J= 1.8, 8.7Hz, 

IH), 7.57 (s, IH), 7.58 (dd, J= 2.1 and 7.2 Hz, IH), 7.69 (d, J= 2.1 Hz, IH), 7.73 (d, J= 8.4 
10 Hz, IH), 7.75 (d, J= 9.0 Hz, IH), 8.17 (d, J= 3.3 Hz, IH), 8.89 (s, 2H, NH); i^F NMR (282 
MHz, acetone-rfg): 5 - 165.18; LCMS: ret. time: 23.17 min.; purity: 100%; MS (m/e): 
456.96 (MH^). 

7.3.462 N2,N4-Bis(4-methoxy-3-methoxycarbonylphenyl)-5-fluoro- 
2,4-pyriiiiidinedlaiiiine (R945066) 

15 In a manner analogous to the preparation of N2,N4-bis(3-methoxy-4- 

methoxycarbonyl)phenyl)-5-fluoro-2,4-pyrimidinediamine, 2-hydroxy-5-mtrobenzoic acid 
(1 g, 5.5 mmol), potassium carbonate (3 g, 22 mmol) and iodomethane (1 mL, 16 mmol) 
gave methyl 2-hydroxy-5-mtrobenzoate (880 mg, 77%). 

The hydrogenation of methyl 2-hydroxy-5-mtrobenzoate (700 mg, 3.3 mmol) using 

20 1 0% Pd-C (1 00 mg) and Na2S04 (100 mg) in MeOH at 50 psi gave methyl 5-amino-2- 
methoxybenzoate (600 mg). 

In a manner analogous to the preparation of N2,N4-bis(3-hydroxyphenyl)-2,4- 
pyrimidinediamine, methyl 5-amino-2-methoxybenzoate (542 mg, 3. mmol) and 2,4- 
dichloro-5-fluoropyrimidine (lOQmg, 0.6 mmol) gave N2,N4-bis(4-methoxy-3- 

25 methoxycarbQnylphenyl)-5-fluoro-2,4-pyriiaidinediamine (170 mg, 62%) as a pink solid. 
IHNMR (acetone-tffi): 5 3.76 (s, 3H), 3.77 (s, 3H), 3.88 (s, 3H), 3.93 (s, 3H), 7.08 (d4 J= 

0.8, 9.0 Hz, IH), 7.18 (d, J= 9.0 Hz, IH), 7.66 (dd, J= 3.0 and 8.7 Hz, IH), 7.78 (dd, J= 1.5 
and 3.0 Hz, IH), 7.86 (dt, J= 2.7 and 9.0 Hz, IH), 7.98 (t, J= 2.7 Hz, IH), 8.32 (d, J= 5.1 
Hz, IH); NMR (282 MHz, acetone-rfg): 5 -163.88; LCMS: ret. time: 19.07 min.; purity: 
30 98.17%; MS (m/e): 456.94 (mt). 
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7.3.463 N2,N4-Bis(3-carboxy-4-methoxyphenyl)-5-fluoro-2,4- 
pyrimidinediamine (R945067) 

In a manner analogous to the preparation of N2,N4-bis(3-carboxyplienyl)-5-fluoro- 
2,4-pyrimi<iinedianiine,N2,N4-bis[4-methoxy-3-(niethoxycarbonyl)phenyl]-5-fluoro-2,4- 
5 pyrimidinediamine (80 mg, 0.18 mmol) and NaOH (200 mg, 5 nrniol) gave N2,N4-bis(3- 
carboxy-4-niethoxyphenyl)-5-fluoro-2,4-pyrimidinedianmie (80 mg). ^HNMR (DMSO- 
d6): 5 3.75 (s, 3H), 3.80 (s, 3H), 6.94 (d, J= 9.6 Hz, IH), 7.05 (d, J= 9.3 Hz, IH), 7.78-7.80 
(m, 3H), 7.94 (dd, J= 9.3 Hz, IH), 8.04 (d, J= 3.6 Hz, IH), 9.10 (s, IH, NH), 9.30 (s, IH, 
NH); NMR (282 MHz, DMS0-d6): 8 - 165.56; LCMS: ret. time: 14.65 min.; purity: 
10 100%; MS (m/e): 428.83 (MH"). 

7.3.464 N2,N4-Bis(4-carboxy-3-methoxyphenyl)-5-fluoro-2,4- 
pyrimidinediamme (R945068) 

In a manner analogous to the preparation of N2,N4-bis(3-carboxyphenyl)-5-fluoro- 
2,4-pyrimidinediamine, N2,N4-bis(3-methoxy-4-methoxycarbonylphenyl)-5-fluoro-2,4- 

15 pyrimidinediamine (30 mg, 0.06 mmol) and NaOH (200 mg, 5 mmol) gave N2,N4-bis(4- 
carboxy-3-niethoxyphenyl)-5-fluoro-2,4-pyrimidinediamine (18 mg, 64%) as a white solid. 
IH NMR (DMS0-d6): 5 3.66 (s, 3H), 3.73 (s, 3H), 7.37 (d, J= 8.4 Hz, IH), 7.47 (s, IH), 
7.49 (s, IH), 7.61-7.71 (m, 3H), 8.25 (d, J= 3.6 Hz, IH), 9.65 (s, IH, NH), 9.70 (s, IH, NH); 
15^ NMR (282 MHz, DMSO-d6): 5 - 162.11; LCMS: ret. time: 17.25 min.; purity: 100%; 

20 MS (m/e): 429.04 (MH^. 

7.3.465 N2-(4-Cyanomethyleneoxyphenyl)-5-fluoro-N4-(3- 
hydroxypheiiyl>-2,4-pyriinidmediamine(R945070) 

In a manner analogous to the preparation of N2,N4-bis(4- 
cyanomethyleneoxyphenyl)-5-fluorD-2,4-pyrimidinediamine,N2-(4- 

25 (aminocarbonylmethyleneoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4- 

pyrimidinediamine (60 mg, 0.16 mmol), trifluoroacetic anhydride (0.1 1 mL, 0.8 mmol) and 
pyridine (0.13 mL, 1.6 mmol) gaveN2-(4-cyanomethyleneoxyphenyl)-5-fluoro-N4-(3- 
hydroxyphenyl)-2,4-pyrimidinediamine (30 mg, 53%). IH NMR (acetone-c/g): 5 5.04 (s, 
2H), 6.60 (ddd, J= 0.9, 2.4 and 8.1 Hz, IH), 7.02 (d, J= 9.3 Hz, 2H), 7.15 (t, J= 8.1 Hz, IH), 

30 7.3 1 (ddd, J= 1 .2, 2. 1 and 8. 1 Hz, IH), 7.38 (t, J= 2.1 Hz, IH), 7.78 (d, J= 9.3 Hz, 2H), 7.98 
(d, J= 3.6 Hz, IH), 8.34 (s, IH, NH), 8.42 (s, IH, NH); i^p NMR (282 MHz, acetone-d^): 5 
- 168.06; LCMS: ret. time: 18.17min.; purity: 97.47%; MS (m/e): 352.05 (MSt). 
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7.3.466 N4-(4-Cyanomethyleiieoxyphenyl)-N2-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidmediamine 
(R945172) 

In a maimer analogous to the preparation of N2,N4-bis(4- 
5 cyanomethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinedianiine, N4-(4- 

airdnocarbonylmethyleneoxyphenyl)-N2-(3,4-ethylenedioxyphenyl)-5-fluoro-2,4- 
pyrimidinediainine, trifluoroacetic anhydride and pyridine in THF gave N4-(4- 
cyanometliyleneoxyphenyl)-N2-(3,4-ethyleQedioxyphenyl)-5-fluoro-2,4-pyrimidinedianm 
m NMR (CDCI3): 5 4.27 (m, 4H), 4.82 (s, 2H), 6.70 (dd, J= 2.4 and 8.4 Hz, IH), 6.75 (d, 
10 J= 2.4 Hz, IH), 6.86 (d, J= 8.4 Hz, IH), 7.02 (d, J= 9.0 Hz, 2H), 7.32 (d, J= 9.0 Hz, 2H), 
8.64 (d, J= 1.8 Hz, IH); i^F NMR (282 MHz, CDCI3): 5 - 135.58; LCMS: ret. time: 19.92 
min.; purity: 98.02%; MS (m/e): 393.98 (MSt). 

7.3.467 N2,N4-Bis[4-[2-methoxyimino(ammo)ethyleneoxy]phenyI]-5- 
finoro-2,4-pyri]iuduiediamme (R945096) 

15 N2,N4-Bis(4-cyanomethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinediamine (50 mg, 

0.13 mmol), methoxyamine HCl salt (54 mg, 0.65 mmol) and sodium bicarbonate (54 mg, 
0.65 mmol) were dissolved in methanol (5 mL). The reaction solution was stirred at 70 °C 
for 7 days. Then methanol was removed under reduced pressure. The residue was 
partitioned in EtOAc (60 ml) and water (60 mL). The ethyl acetate layer was washed with 

20 water (2 x 60 mL), dried, evaporated and purified by flash column chromatography 
(EtOAc/hexanes; 1:1; EtOAc) to give N2,N4-bis[4-[2- 

methoxyiimno(amino)ethyleneoxy]phenyl]-5-fluoro-2,4-pyrimidinediamine (30 mg, 48%). 
m NMR (aceton&^g): 5 3.70 (s, 3H), 3.71 (s, 3H), 4.44 (s, 2H), 4.49 (s, 2H), 5.43 (br, 2H), 

5.47 (br, 2H), 6.93 (d, J= 9.0 Hz, 2H), 7.00 (d, J= 9.0 Hz, 2H), 7.62 (d, J= 9.0 Hz, 2H), 7.71 
25 (d, J= 9.0 Hz, 2H), 7.93 (d, J= 3.6 Hz, IH), 8.26 (br, IH, NH), 8.40 (br, IH, NH); i^p NMR 
(282 MHz, acetone-Jg): 8 - 169.08; LCMS: ret. time: 14.41 min.;, purity: 100%; MS (m/e): 
484.97 (MH*). 

7.3.468 N2-(4-Carboxymethyleneoxyphenyl)-N4-(4- 
(^anomethyleneoxyphenyl)-5-fluoro-2,4-pyrimidinediainme 

30 (R945097) 

In a manner analogous to the preparation of N2,N4-bis(3-carboxyphenyl)-5-fluoro- 
2,4-pyrimidinedianiine, N4-(4-cyanomethyleneoxyphenyl)-5-fluoro-N2-(4- 
methoxycarbonylmethyleneoxyphenyl)-2,4-pyriniidinediairmie (10 mg, 0.024 mmol) and 
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LiOH (2 mg, 0.048 mmol) gave N2-(4-carboxymethyleaeoxyphenyl)-N4-(4- 
cyanome11iyleneox)^heayl)-5-fluoro-2,4-pyiitmdinediamm (5 mg, 52%) as a white solid. 
IHNMR (CD3OD): 5 4.60 (s, 2H), 4.99 (s, 2H), 6.88 (d, J= 9.0 Hz, 2H), 7.02 (d, J= 9.0 Hz, 
2H), 7.39 (d, J= 8.7 Hz, 2H), 7.65 (d, J= 9.0 Hz, 2H), 7.84 (d, J= 3.9 Hz, IH); iSp NMR 
5 (282 MHz, CD3OD): 6 - 168.81; LCMS: ret. time: 17.95 min.; purity: 86.04%; MS (m/e): 
409.99. (MK^. 

7.3.469 5-Fluoro-N4-(3-hydroxyphenyl)-N2-[3-(5-methyl-l,2,4- 

oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidmediainine 
(R945127) 

10 A mixture of 3-mtrophenol (4 g, 29 mmol), bromoacetonitrile (2.5 xnL, 36 mmol) 

and K2CO3 (8 g, 58 mmol) in acetone (20 mL) was stirred at room temperature overnight. 
The reaction mixture was diluted with water (80 mL) and acetone was removed under 
reduced pressure. The hght-yellow precipitate was collected by filtration, washed with 
water and dried to give l-cyanomethyleneoxy-3-nitrobenzene. 

15 l-Cyanomethyleneoxy-3-nitrobenzene (2 g, 1 1 mmol) was dissolved in methanol 

(20 mL) and to the solution was added hydioxyamine HCl salt (1 g, 14 mmol) and 
triethylamine (3 mL, 22 mmol). The reaction mixture was refluxed for 2 h and the solvent 
was removed under reduced pressure. The residue was redissolved in THF (30 mL). To the 
solution was added acetyl chloride (4 mL, 56 mmol) and pyridine (9 mL, 0.1 1 mol). The 

20 reaction mixture was stirred at room temperature overnight, then added THF (10 mL), water 
(10 mL) and NaOH (3 g, 75 mmol). The reaction solution was refluxed overnight, diluted 
with water (80 mL). The aqueous solution was extracted with EtOAc (3 x 60 mL). After 
separation, the combined EtOAc layers was dried, evaporated to give l-(5-methyl-l,2,4- 
oxadiazol-3-yl)methyleneoxy-3-mtrobenzene. 

25, l-(5-Methyl-l,2,4-oxadiazol-3-yl)methyleneoxy-3-nitrobenzene was dissolved in 

THF (10 mL) and water (10 mL) and to it were added sodium bisulfite (1 g, 5.7 mmol) and 
sodium bicarbonate (1 g, 12 mmol). The resulting mixture was stirred at room temperature 
for 30 min, then diluted with EtOAc (80 mL) and water (80 mL). The aqueous solution was 
extracted with EtOAc (80 mL), The organic layers were combined, dried, evaporated to 

30 give 3-(5-methyl- 1 ,2,4-oxadiazol-3-yl)methyleneoxyaniline (500 mg, 22% in four steps). 

The reaction of 2-chloro-5-fluoro-N4-(3-hydroxypheayl)-4-pyrimidineamine (40 
mg, 0.17 mmol) and 3-(5-mefhyl-l,2,4-oxadiazol-3-yl)methyleneoxyaniluie (102 mg, 0.50 
mmol) gave5-fluoro-N4-(3-hydroxyphenyl)-N2-[3-(5-methyl-l,2,4-oxadiazol-3- 
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yl)methyleneoxyphenyl]-2,4-pyrimidinediaiiiine (35mg, 51%). ^HNMR (CDCI3): 6 2.61 (s, 
3H), 5.09 (s, 2H), 6.58-6.62 (m, 2H), 6.76 (dt, J= 1.2, 8.1 Hz, IH), 6.84 (dt, J= 1.2 and 7.8 
Hz, IH), 6.92 (d, J= 3.0 Hz, IE), 7.139 (t, J= 8.1 Hz, IH), 7.145 (t, J= 8.1 Hz, IE), 7.25 (m, 
IH), 7.54 (dt, J= 2.1, 8.7 Hz, 2H), 7:88 (d, J= 3.3 Hz, IH); i^F NMR (282 MHz, CDCI3): - 
5 166.52; LCMS: ret. time: 19.33 min.; purity: 84.80%; MS (m/e): 409.35 (MH+). 

7.3.470 5-Fluoro-N2-(3-Iiydroxyphenyl)-N4-[3-(3-methyl-l,2,4- 

oxadiazoI-5-yl)methyleneoxyphenyl]-2,4-pyriiiddinediamme 
(R945130) 

l-Methoxycarbonylmethyleiieoxy-3-nitrobenzene (2 g, 9.5 mmol) was dissolved in 

10 THF (10 mL) and water (10 mL). To the solution was added NaOH (1 g, 25 mmol). The 
reaction mixture was stirred at room temperature overnight. The solution was diluted with 
water (60 mL) and EtOAc (60 mL). After extraction, the aqueous layer was separated, 
acidified with IN HCl to pH 3. The formed white precipitate was collected by filtration, 
washed with water, dried to give l-carboxymethyleneoxy-3-nitrobenzene. 

15 Acetonitrile (2.25 mL, 43 mmol) was dissolved in methanol (10 mL) and to the 

solution was added hydroxyamine HCl salt (2 g, 29 nmiol) and triethylamine (8 mL, 57 
mmol). The reaction mixture was refluxed for 2 days and the solvent was removed imder 
reduced pressure to give acetamide oxime as white soUd. 

Acetamide oxime (0.75 g, 10 mmol), l-carboxymethyleneoxy-3-mtrobenzene (1 g, 5 

20 mmol), EDC HCl (1.45 g, 7.5 mmol) and diisopropylethylamine (2.65 mL, 15 mmol) were 
dissolved in TEIF (15 mL) and refluxed for 4h. The reaction mixture was diluted with 
EtOAc (60. mL) and water (60 mL). The EtOAc layer was washed with sodium bicarbonate 
aqueous solution (2 x 60 mL), IN HCl (2 x 60 mL) and water (60 mL). After separation, the 
EtOAc layer was dried, ev^orated to give l-(3-methyl-l,2,4-oxadiazol-5-yl)methyleneoxy- 

25 3-nitrobenzeQe. 

Sodium bisulfite (1.5 g, 8.6 mmol), sodivim bicarbonate (1.5 g, 18 mmol) and l-(3- 
methyl-l,2,4-oxadiazol-5-yl)methyleneoxy-3-nitiobenzene (1 g, 4 mmol) were dissolved in 
THF (15 mL) and water (15 mL). It was stirred at room temperature for 20 min, diluted with 
EtOAc (60 mL) and water (60 mL). The aqueous solution was extracted with EtOAc (2 x 60 

30 mL). The organic layers were combined, dried, evaporated to. give 3-(3-methyl- 1 ,2,4- 
oxadiazol-5-yl)methyleneoxyaniline. 

In a mamier analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-(3-hydroxyphenyl)-2,4-pyrimidinediamine, the reaction of 3-(3-methyl-l,2,4-oxadiazol- 



284 



wo 03/063794 



PCT/US03/03022 



5-yl)methyleneoxyanilme (369 mg, 1.8 nmol) and 2,4-dichloro-5-fluoropyrimidiae (150 
mg, 0.9 mmol) gave 2-chloro-5-fIuoro-N4-[3-(3-methyl-l,2,4-oxadiazol-5- 
yl)metiiyleneoxyphenyl]-4-pyiitmdineamme. The reaction of 2-chloro-5-fluoro-N4-[3-(3- 
methyl-l,2,4-oxadia2»l-5-yl)me1hyleneoxyphenyl]-4-pyrimidineamme (20 mg, 0.06 mmol) 
5 and 3-hydroxyaniline (20 mg, 0.18 mmol) gave 5-fluoro-N2-(3-hydroxyphenyl)-N4-[3-(3- 
methyl-l,2,4-oxadiazol-5-yl)me1hyleneoxyphenyl]-2,4-pyrimidinediamine (10 mg, 42%). 
'H NMR (CDCI3): 5 2.42 (s, 3H), 5.28 (s, 2H), 6.49 (ddd, J= 0.9, 2.7 and 8.4 Hz, IH), 6.73 
(ddd, J= 0.9, 2.7 and 8.4 Hz, IH), 6.81-6.84 (m, 2H), 6.88 (ddd, J= 0.6, 2.1 and 8.1 Hz, IH), 
7.13 (t, J= 8.1 Hz, IH), 7.26 (t, J= 8.1 Hz, IH), 7.40 (br, IH), 7.49 (t, J= 2.1 Hz, IH), 7.94- 
10 7.97 (m, 2H); i^p nmR (282 MHz, CDClj): 6 - 167.11; LCMS: ret. time: 18.80 min.; 
purity: 92.01%; MS (m/e): 409.01 (MH^. 

7.3.471 5-FIuoro-N4-(2-methoxycarbonylbenzofuran-5-yl)-N2-[3-(5- 
methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4- 
pyrimidinediamme (R945131) 

15 In a manner analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-(3-hydroxyphenyl)-2,4-pyrimidinedianiine, the reaction of N4-(2-carboxybenzofuran-5- 
yl)-2-chloro-5-fluoro-4-pyrimidineamine (50 mg, 0.16 mmol) and 3-(5-methyl-l,2,4- 
oxadiazol-3-yl)methyleneoxyaniline (100 mg, 0.49 mmol) gave N4-(2-carboxybenzofuran- 
5-yl)-5-fluoro-N2-[3-(5-methyl-l ,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4- 

20 pyrimidinediamine. 

Iq a manner analogous to the preparation of N2,N4-bis[4-(2-methyl-l,2,3,4-tetrazol- 
5-yl)methyleneoxyphenyl]-5-fluoro-2,4-pyrimidmediamine, the reaction of N4-(2- 
carboxybenzofuran-5-yl)-5-fluoro-N2-[3-(5-methyl-l,2,4-oxadiazol-3- 
yl)methyleneoxypheayl]-2,4-pyrimidinediamine, potassium carbonate (100 mg, 0.7 mmol) 

25 and iodomethane (0.03 mL, 0.5 mmol) gave 5-fluoro-N4-(2-methoxycarbonylbenzofuran-5- 
yl)-N2-[3-(5-methyl- 1 ,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine (40 
mg, 50%). IHNMR (acetone-</g): 6 2.63 (s, 3H), 3.94 (s, 3H), 5.04 (s, 2H), 6.65 (ddd, J= 
0.9, 2.4 and 7.8 Hz, IH), 7.16 (t, J= 7.8 Hz, IH), 7.24 (ddd, J= 1.2, 1.8 and 8.1 Hz, IH), 
7.58 (d, J= 1.2 Hz, IH), 7.64 (d, J- 9.3 Hz, IH), 7.67 (t, J= 2.1 Hz, IH), 7.88 (dd, J= 2.1 

30 and 9.0 Hz, IH), 8.04 (d, J= 3.6 Hz, IH), 8.26 (d, J= 1 .8 Hz, IH), 8.47 (br, IH, NH), 8.71 
(br, IH, NH); i^p NMR (282 MHz, acetone-Jg): 8 - 167.73; LCMS:. ret. time: 22.55 min.; 
purity: 85.43%; MS (m/e): 490.97 (MH^. 
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7.3.472 N4-(2-Carboxybeiizofuran-5-yl)-5-fluoro-N2-[3-(5-methyl- 
l,2,4-oxadiazol-3-yI)methyleiieoxyphenyl]-2,4- 
pyrimidinediamme (R945134) 

In a maimer analogous to the preparation of N2,N4-bis(3-carboxyphenyl)-5-fluoro- 
5 2,4-pyrimidine(iiainme, the reaction of 5-fluoro-N4-(2-methoxycarbonylbenzofuran-5-yl)- 
N2-[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine (20 
mg, 0.04 mmol) and NaOH (10 mg, 0.25 mmol) gave N4-(2-carboxybeiizofiiran-5-yl)-5- 
fluoro-N2-[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrinudinediam 
IH NMR (acetone-i/g): 5 2.63 (s, 3H), 5.04 (s, 2H), 6.64 (d, J= 8.1 Hz, IH), 7.17 (t, J= 8.1 

10 Hz, IH), 7.26 (d, J= 7.8 Hz, IH), 7.56 (s, IH), 7.62 (d, J= 9.3 Hz, IH), 7.67 (t, IH), 7.86 
(dd, J= 1.8 and 9.0 Hz, IH), 8.04 (d, J= 3.3 Hz, IH), 8.26 (d, IH), 8.48 (br, IH, NH), 8.71 
(br, 1H,NH);LCMS: ret. time: IS.OQmin.; purity: 75.13%; MS (m/e): 476.70 (MH% 

7.3.473 N4-(2-Ammocarbonylbeiizofuran-5-yl)-5-fluoro-N2-[3-(5- 
methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4- 

15 pyrimidmediamme (R945135) 

A mixture of 5-fIuoro-N4-(2-meflioxycarbonylbenzofuraa-5-yl)-N2-[3-(5-methyl- 
l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine (20 mg, 0.04 mmol) and 
concentrated NH4OH (5 mL) in methanol (5 mL) was stirred at room tem^perature 
overnight. The solvent was evaporated to giveN4-[2-(aminocarbonyl)benzofuran-5-yl]-5- 

20 fluoro-N2-[3-(5-methyl-l,2,4-oxadiazol-3-yl)methyleneoxyphenyl]-2,4-pyrimidinediamine. 
iHNMR (acetone-^/g): 8 2.61 (s, 3H), 5.04 (s, 2H), 6.64 (ddd, J= 0.9, 2.4 and 8.1 Hz, IH), 
7.16 (t, J= 8.1 Hz, IH), 7.27 (ddd, J= 0.9, 1.8 and 8.4 Hz, IH), 7.44 (d, J= 0.6 Hz, IH), 7.55 
(dd, J= 0.6 and 8.1 Hz, IH), 7.64 (t, J= 2.4 Hz, IH), 7.79 (dd, J= 2.4 and 9.0 Hz, IH), 8.03 
(d, J= 3.6 Hz, IH), 8.24 (d, J= 2.4 Hz, IH), 8.48 (br, IH, NH), 8.68 (br, IH, NH); i^F NMR 

25 (282 MHz, acetone-rfg): 5 - 167.80; LCMS: ret. time: 17.43 min.; purity: 100%; MS (m/e): 
475.62 (mt). 

7.3.474 5-FIuoro-N4-(3-hydroxyphenyl)-N2-[4-(2- 
methoxyimino(amino)ethyleneoxy)phenyI]-2,4- 
pyrimidinediaiiime (R945167) 

30 In a manner analogous to the preparation of N2,N4-bis[4-(2- 

methoxyiinino(amino)ethyleneoxy)phenyl]-5-fluoro-2,4-pyriimdinediamine, the reaction of 
N2-(4-cyanomethyleneoxyphenyl)-5-fluoro-N4-(3-hydroxyphenyl)-2,4-pyrraiidinediamine 
(50 mg, 0.14 mmol), methoxyamine HCl salt (0.71 mmol) and triethylamine (0.2 mL, 1.4 
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mmol) gave 5-fluoro-N4-(3-hydroxypheQyl)-N2-[4-(2- 

melJioxyimino(ammo)e11iyletieoxy)phenyl]-2,4-pyrimidmed^ (40 mg, 70%). IHNMR 
(CDCI3): 5 3.82 (s, 3H), 4.50 (s, 2H), 4.87 (br, 2H, NH), 6.60 (ddd, J= 0.9, 2.4 and 8.1 Hz, 
IH), 6.79-6.84 (m, 2H), 6.86 (d, J= 8.7 Hz, 2H), 7.00 (s, IH), 7.14 (t, J= 8.1 Hz, IH), 7.34 
5 (d, J= 9.0 Hz, 2H), 7.47 (t, J= 2.1 Hz, IH), 7.87 (d, J= 3.3 Hz, IH); i^F NMR (282 MHz, 
CDCI3): 5 - 167.67; LCMS: ret. time: 13.69 min.; purity: 92.51%; MS (m/e): 399.01 (MH*). 

7.3.475 N2-(3,4-Ethylenedioxyphenyl)-5-fluoro-N4-[4- 
methoxyiiiimo(amino)ethyleneoxyphenyl]-2^- 
pyrimidinediamme (R945175) 

10 In a manner analogous to the preparation of N2,N4-bis[4-(2- 

methoxyimmo(aniino)ethyleneoxyphenyl)]-5-fluoro-2,4-pyrimidinediamine, N4-(4- 
cyanomethyleneoxyphenyl)-N2-(3,4-ethylenedioxyphenyl)-5-fluoio-2,4-pyrimidinediamine, 
methoxyamine hydrochloride salt and triethylamine gave N2-(3,4-ethylenedioxyphenyl)-5- 
fluoro-N4-[4-methoxyimino(ammo)ethyleneoxyphenyl]-2,4-pyrimidinediamine. ^HNMR 

15 (acctone-dg): 6 3.70 (s, 3H), 4.21-4.28 (m, 4H), 4.48 (s, 2H), 5.46 (br, 2H), 6.71 (d, J= 8.7 
Hz, IH), 6.99 (d, J= 9.0 Hz, 2H), 7.06 (dd, J= 2.4 and 8.7 Hz, IH), 7.42 (d, J= 2.4 Hz, IH), 
7.72 (d, J= 9.3 Hz, 2H), 7.93 (d, J= 3.3 Hz, IH), 8.22 (br, IH, NH), 8.40 (br, IH, NH); i^p 
NMR (282 MHz, acetone-dg): 6 - 169.05; LCMS: ret. time: 16.49 min.; purity: 96.47%; MS 
(m/e): 440.96 (MH*). 

20 7.3.476 N4-(3,4-EthyIenedioxyphenyl)-5-fluoro-N2-[3-(N- 

methylammo)carbonylinethyIeneoxypheiiyl]-2,4- 
pyrinridinediamme (R926495) 

A mixture of N2-(3-ethoxy/or methoxycarbonylmethyleneoxyphenyl)-N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-2,4-pyrimidinediamine (19.8g, 45 mmol), methylamine 

25 hydrochloride (30.63g, 450 mmol) and diisopropylethylamine (78.07 mL, 450 mmol) in 
MeOH (450 mL) was stirred in a pressure bottle at 100 °C for 8h (followed by TLC). The 
reaction was cooled to room temperature, diluted with H2O (6 lit), tihe solid obtained was 
filtered, washed with H2O and dried to obtain 18 g of N4-(3,4-ethylenedioxyphenyl)-5- 
fluoro-N2-[3-(N-methylaminocarbonylmethyleneoxyphenyl)]-2,4-pyrimidmediamine. 

30 Alternatively, the reaction of equimolar amount of 2-chloro-N4-(3,4-ethylenedioxyphenyl)- 
5-fluoro-4-aminopyridine with 3-(N-methylamino)earbonylmethyleneoxyaiiiline in MeOH 
in a pressure tube at 1 1 0 °C for 24h and or in EtOH using microwave at 1 75 °C for 1 0-20 
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min followed by aqueous work up gave N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidmedian^ NMR (CD3OD): 5 
7.90 (s, IH), 7.89 (bs, IH), 7.38 (d, IH, J= 2.4 Hz), 7.28 (d, IH, J= 2.4 Hz), 7.17-7.09 (m, 
2H), 6.79 (d, IH, J= 9 Hz), 6.57 (m, IH), 4.38 (s, 2H), 4.24 (s, 4H), 2.81 (s, 3H); LCMS: 
ret. time: 18.20 min.; purity: 98%; MS (m/e): 426 (MSt). 

73.477 N4-(l,4-Benzoxazin-6-yl)-5-fluoro-N2-[3-(N- 

methylaimno)carbonylmetiiyIeiieoxyphenyl] -2,4- 
pyrimidinediamine (R921219) 

In like maimer to N4-(3,4-ethylendioxyplienyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidiiiediaimne,N4-(l,4-benzoxazin- 
6-yl)-N2-(3-ethoxyocarbonylmethyleneoxyphenyl)-5-fluoro-pyrimidinediamineand 
methylamine hydrochloride were reacted to yield N4-(l,4-benzoxazin-6-yl)-5-fluoro-N2-[3- 
(N-methylamino)carbonyhnethyleneoxypheayl]-2,4-pyriinidinediamine. 'H NMR 
(CD3OD): 5 7.8 (d, IH), 7.4 (m, IH), 7.05 (m, 2H), 7.0 (s. IH), 6.8 (dd, IH), 6.66 (d, IH), 
6.56 (dd, IH), 4.35 (s, 2H), 4.18 (m, 2H), 3.25 (m, 2H), 2.8 (s, 3H); LCMS: ret time: 18.0 
min. purity:. 97 %; MS (m/e): 425 (MSt). 

7.3.478 N4-(3,4-EthylendioxyphenyI)-5-fluoro-N2-[4-(N-2- 
hydroxyethylammo)carbonyImethyleneoxyphenyI]-2,4- 
pyrimidinediamine (R909239) 

In like manner to N4-(3,4-ethylendioxyphenyl)-5-fluorD-N2-[3-(N- 
methylamino)carbonylmethyleneoxypheayl]-2,4-pyriimdinediamine, N4-(3,4- 
ethylendioxyphenyl)-5-fluoro-N2-(4-ethoxycarbonyhnethyleneoxypheQyl)-2,4- 
pyrimidinediamine and 2-hydroxyethylamine were reacted to yield N4-(3,4- 

ethylendioxyphenyl)-5-fluorD-N2-[4-(N-2-hydroxyethylammo) 

carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine. 'H NMR (D2O): 6 8.02 (d, IH, J= 4 
Hz), 7.40 (m, 2H), 7.28 (m, IH), 7.05 (m, 5H), 4.83 (s, 2H), 4.5 (m, 2H), 4.23 (m, 2H), 
4.03(m, 2H), 3.87 (m, 2H); LCMS: ret. time: 17.17 min.; purity: 94%; MS (m/e): 456 

(mt).. 

7.3.479 N4-(3,4-Ethylendioxyphenyl)-5-fluoro-[4-(N- 
methyIammo)carbonylmethyleneoxyphenyI]-2,4- 
pyrimidinediamine (R909240) 

In like manner to N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2-[3-(N- 
mefhylaniino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine,2-chloro-N4-(3,4- 
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ethylenedioxyphenyl)-5-fluoro-4-pyiimidmeaimne and 4-(N- 
me1iylamino)carbonylmethyleneoxyaiuline were reacted to yield N4-(3,4- 
ethylendioxypheQyl)-5-fluoro-[4-(N-methylamino)carbonylmethyleiieoxyph 
pyrraudinediamine. *HNMR (D2O): 5 8.02 (d, IH, J= 4 Hz), 7.40 (m, 2H), 7.28 (m, IH), 
7.05 (m, 5H), 4.83 (s, 2H), 4.5 (m, 2H), 4.23 (m, 2H), 3.87 (s, 3H); LCMS: ret. time: 18.43 
min.; purity: 94%; MS (m/e): 426 (MH^. 

7.3.480 N4-(l,4-Beiizoxazm-6-yl)-5-fluoro-N2-[3-(N-2- 
hydroxypropylamino)carbonylmethyleneoxyphenyl]-2,4- 
pyrimidinediaiiuiie QR909251) 

Iti like manner to N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, N4-(l ,4-benzoxazia- 
6-yl)-N2-(3-ethoxyocarbonylmethyleneoxyphenyl)-5-fluoro-2,4-pyrinjidinediamineand2- 
hydroxypropylamine were reacted to yield N4-(l,4-benzoxazin-6-yl)-5-fluoro-N2-[3-(N-2- 
hydrDxypropylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine. NMR 
(DMS0-d6): □ g(d, IH, J= 4 Hz), 7.25 (m, 2H), 7.04 (m, IH), 6.82 (m, 2H), 6.58 (m, 
IH), 6.45 (m, IH) 4.36 (s, 2H), 4.02 (m, 2H), 3.75 (m, IH), 3.31 (m, 2H), 3.00 (m, 2H), 
1.00 (m, 3H); LCMS: ret. time: 17.33 min.; purity: 97 %; MS(m/e): 469 (MH"). 

7.3.481 N4-(l^-Benzoxazin-6-yl)-5-flnoro-N2-[3-(N-3- 
liydroxypropylamino)carbonylmethyleneoxyphenyl]-2,4- 
pyrimiduiediamine 0^909252) 

In like manner to N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinedianiine,N4-(l,4-benzoxazin- 
6-yl)-N2-[3-ethoxyDcarbony]methyleneoxyphenyl]-5-fluoro-2,4-pyrimidinediamine and 3- 
hydroxypropylamine were reacted to yield N4-(l,4-benzoxazin-6-yl)-5-fluoro-N2-[3-(N-3 
hydroxypropylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine. ^H NMR 
(DMS0-d6): 5 □ □ □ (d, IH, J= 4 Hz), 7.39 (m, 2H), 7.04 (m, IH), 6.87 (m, 2H), 6.55 (m, 
IH), 6.41 (m, IH), 4.29 (s, 2H), 4.02 (m, 2H), 3.35 (m, 2H), 3.31 (m, 2H), 3.09 (m, 2H), 
1.50 (m, 3H); LCMS: ret. time: 17.11 min.; purity: 94 %; MS (m/e): 469 (Mit). 

7.3.482 N4-(l,4-Benzoxazm-6-yl)-N2-[3-(N- 
isopropylaiiimo)carbonylmethyleneoxypheiiyll-5-fluoro-2,4- 

pyrimidmediamine (R909254) 

In like manner to N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonytoethyleneoxyphenyl]-2,4-pyrinudinediamine, N4-(l ,4-benzoxazin- 
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6-yl)] -N2-(3-etiioxyocarbonylme11iyleneoxyphenyl)-5-fluoro-pyrmii(i^ and 
isopropylamine were reacted to yield N4-(l,4-benzoxazin-6-yl)-5-fluoro-N2-[3-(N- 
isopropylamino)carbonylinethyleneoxyphenyl]-2,4-pyriinidmediaiiune. ^HNMR (DMSO- 
d6): 50 □ g(d, IH, J= 4 Hz), 7.25 (m, IH), 7.14 (m, IH), 7.02 (m, IH), 6.85 (m, 3H), 6.63 
5 (m, IH), 4.39 (s, 2H), 4. 12 (m, 2H), 4.05 (m, IH), 3.38 (m, 2H), 1 .20 (m, 6H); LCMS: ret. 
time: 20.83 min.; purity: 96 %; MS (m/e): 453 (MH*). 

7.3.483 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-[2-(N- 
pyrrolidino)carbonylbenzofuran-5-yl]-2,4-pyriimdmediamuie 
(R926703) 

10 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fliioro- 

N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fIuoro- 
N2-(2-methoxycarbonylbenzofuran-5-yl)-N4-(44sopropoxypheiiyl)-2,4-pyriniidinediamine 
and pyrrolidine were reacted to yield 5-fluoro-N4-(4-isopropoxyplienyl)-N2-[2-(N- 
pynx)Udino)carbonylbenzofuran-5-yl3-2,4-pyruiiidinediamine. ^H NMR (CDCI3): 8 7.83 (s, 

15 IH), 7.79 (d, IH, J= 5.4 Hz), 7.42 (bs, IH), 7.39 (d, 2H, J= 8.7 Hz), 7.28-7.24 (m, 2H), 6.81 
(d, 2H, J= 8.7 Hz), 4.52 (2q, IH, J= 6.0 Hz), 3.92 (t, 2H, J- 6.9 Hz), 3.67 (t, 2H, J= 6.9 Hz), 
2.05-1.90 (m, 4H), 1.32 (d, 6H, J= 6.6 Hz); ^"^F NMR (CDCI3): - 24000; LCMS: ret. time: 
23.49 min.; purity: 97 %; MS (m/e): 476 (MH"). 

7.3.484 N4-(3,4-Ethylenedioxyphenyl)-5-fluoro-N2-I4-(N- 
20 methylaiiiino)carbony]methyIeneoxyphenyl]-2,4- 

pyrimidinediainine (R926708) 

In a manner similar to the preparation of N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2- 
[3-(N-methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-(4-methoxycarbonylmethyleneoxypheiiyl)-2,4- 

25 pyrimidinediamine and methylamine hydrochloride were reacted to yield N4-(3 ,4- 

ethylenedioxyphenyl)-5-fluoro-N2-[4-(N-methylamino)carbonyhnethyleneoxyphenyl]-2,4- 
pyrimidinediamine. 'HNMR (DMS0-d6): 8 10.10 (bs, IH), 9.88 (bs, IH), 8.15 (t, IH, J= 
4.5 Hz), 8.05 (bs, IH), 7.40 (d, 2H, J= 8.7 Hz), 7.23 (d, IH, J= 2.1 Hz), 7.11 (dd, IH, J= 2.4 
and 8.7 Hz), 6.89 (d, 2H, J= 8.7 Hz), 6.81 (d, IH, J= 8.7 Hz), 4.42 (s, 2H), 4.23 (s, 4H), 2.64 

30 (d, 3H, J= 4.5 Hz); LCMS: ret. time:. 17.6Q min.; purity: 96 %; MS (m/e): 426 (Mtt). 
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7.3.485 N4-(4-tert-Butylphenyl)-5-fluoro-N2-[2-(N- 
methylaiiimo)carbonyIbenzofuran-5-yl]-2,4- 
pyrimidmedianune (R926494) 

In like manner to the preparation of N4-(ethylenedioxyphenyl)-5-fluoro-N2-[3-(N- 
methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, the reaction of N4-(4- 
tert-butylphenyl)-5-fliioro-N2-(2-methoxycaibonylberrzofbran-5-yl)-2,4-pyrimidinedia^ 
with mefliylamine hydrochloride gave N4-(4-tert-butylphenyl)-5-fluoro-N2-[2-(N- 
methylamino)carbonylbenzofuran-5-yl]-2,4-pyrimidinediamine. ^HNMRCCDsOD): 8 8.04 
(d, IH, J= 2.4 Hz), 7.88 (d, IH, 4.2 Hz), 7.58-7.30 (m, 7H), 2.94 (s, 3H), 1.33 (s, 9H); 
LCMS: ret. time: 22.86 min.; purity: 94%; MS (m/e): 434 (MH^. 

7.3.486 N4-(4- ter^-Butylphenyl)-5-fliioro-N2-[4-(N- 
methyIaiiuno)carbonylmethyleneoxyphenyll-2,4- 
pyrimidinediamine (R926712) 

In a manner similar to the preparation of N4-(3,4-ethylendioxyphenyl)-5-fluoro-N2- 
[3-(N-methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-[4-(te^^^ 
butyl)phenyl]-5-fluoro-N2-(4-methoxycarbonyhnethyleneoxyphenyl)-2,4- 

pyrimidinediamine and methylamine hydrochloride were reacted to yield N4-(4-teft- 
butylphenyl)-5-fluoro-N2-[4-(N-methylamino)carbony]methyleneoxyphenyl]-2,4- 

pyrimidinediamine. *H NMR (CD3OD): 8 7.92 (d, IH, J= 5.4 Hz), 7.53 (d, 2H, J= 8.7 Hz), 
7.40 (d, 2H, J= 8.7 Hz), 7.34 (d, 2H, J= 8.7 Hz), 7.03 (d, 2H, J= 8.7 Hz), 4.52 (s, 2H), 2.82 
(s, 3H), 1.35 (s, 9H); NMR (CD3OD): - 46174; LCMS: ret. time: 23.34 min.; purity: 94 

%; MS (m/e): 424 (MH"). 

7.3.487 N4-(3-te/-*^B«thylpheny)-5-nuoro-N2-[3-(N-2- 
hydroxyethylamino)carbonylmethyleiieoxypheiiyll-2,4- 
pyrimidinediamine R940295 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
(N-methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3-tef'?- 
butylphenyl)-5-fluorD-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamine 
and 2-hydroxyethylamine were reacted to give N4-(3-tert-butylpheny)-5-fluoro-N2-[3-(N-2- 
hydroxyethylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine. LCMS: ret. 
time: 21.34 min.; purity: 97 %; MS (m/e): 453 (M^; 454 (MH^; ^HNMR(CDCl3): 6 10.34 
(IH, s), 7.76 (IH, m), 7.52 (IH, m), 7.4-7.1 (5H, m), 6.98 (IH, m), 6.7 (IH, m), 4.36 (2H, 
s), 3.77 (2H, t, J 5 Hz), 3.51 (2H, m), 1.27 (9H, s). 
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7.3.488 N2,N4-Bis[4-(N-pyrrolidmo)carbonylmethyleneoxyphenyl]-5- 
ethoxycarbonyl-2,4-pyriimdinediaiiiine(R926562) 

In like manner of the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
(N-methylaiiiino)carbonylmelJiyleneoxyphenyl]-2,4-pyriinidinedianiiQe, the reaction of 
5 N2,N4-bis(4-ethoxycaibonyhnethyleneoxyphenyl)-5-ethoxycarbonyl-2,4- 
pyrimidinediamine with pyrroUdine gave N2,N4-bis[4-(N- 

pyrrolidino)carbonyhnethyleneoxyphenyl]-5-ethoxycarbonyl-2,4-pyrimidinediainine. 
NMR (DMSO-d6): 5 10.17 (s, IH), 8.73 (bs, IH), 7.50(bd, 2H, J= 9.0 Hz), 7.43 (d, 2H, J= 
2.4 and 6.9 Hz), 6.91 (m, 4H), 4.64 (s, 2H), 4.62 (s, 2H), 4.34 (q, 2H, J= 7.2 Hz), 3.53 (m, 
10 8H), 1 .95 (m, 4H), 1 .86 (m, 4H), 1 .38 (t, 3H, J= 6.9 Hz); LCMS: ret. time: 22.54 min.; 
purity: 100%; MS (m/e): 590 (Mtf). 

7.3.489 N2,N4-Bis(4-N-pyrrolidinocarbonylmethyleneoxyphenyl)-5- 
fluoro-2,4-pyrimidinediaiiime (R926563) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
1 5 (N-methylamino)carbonylmethyleneoxyphenyl] -2,4-pyrimidinediamine, the reaction of 
N2,N4-bis(4-methoxycarbonylmethyleneoxyphenyl)-5-fluoro-2,4-pyrimiduiediamine with 
pyrrolidine gaveN2,N4-bis[4-(N-pyrrolidino)carbonylmethyleneoxyphenyl]-5-fluoro-2,4- 
pyrimidinediamine. NMR (CDCI3): 5 7.90 (s, IH), 7.50 (bd, 2H, J= 7.8 Hz), 7.41 (bd, 
2H, J= 7.2 Hz), 6.93 (m, 4H), 6.73 (s, IH), 6.64 (s, IH), 4.65 (s, IH), 4.65 (s, IH), 3.54 (m, 
20 8H), 1.96 (m,4H), 1.87 (m,4H). 

7.3.490 N4-(3-^er<'-Butylpheny)-N2-[3-(N-l,3-dihydroxypropyl-2- 
aiiiino)carbonylmethyleneoxyphenyl]-5-fluoro-2,4- 
pyrimidmediamme (R940296) 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
25 (N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3-?er?- 

butylphenyl)-5-fluoro-N2-(3-methoxycarbonylmethyleneoxyphenyl]-2,4-pyrimiduiediamine 
and 2-amino-l,3-propanediol were reacted to give N4-(3-te/t-butylpheny)-N2-[-3-(l,3- 
dihydroxypropyl-2-amino)carbonylmethyleneoxyphenyl]-5-fluoro-2,4-pyrimidinediamine. 
LCMS: ret. time: 20.26 min.; purity: 97.67 %;MS (m/e): 484 (M^; 485 (Mtf); IHNMR 
30 (DMSO-d6):. 5 9.75 (IH, s), 9.57 (IH, s), 8.25. (IH, m), 7.92 (IH, m), 7.62 (2H, m), 7.37 
(3H, m), 7.23 (IH, m), 6.66 (IH, m), 4.46 (2H, s), 3.87 (IH, m), 3.55 (4H, m), 1.36 (9H, s). 
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7.3.491 N2-[3-(N-2,3-Dihydroxypropylaimno) 
carbonyImethyleneoxyphenyl]-5-flaoro-N4-(3- 
isopropyIphenyI)-2,4-pyri]iiidinediaiiiineR940290 

In like manner to the preparation of N4-(3,4-etliylenedioxyphenyl)-5-fluoro-N2-[3- 

5 (K-niethylaniino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fluoro-N4-(3- 

isopropylphenyl)-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediamineand 
3-amino-l,2-propanediol were reacted to give N2-[3-(N-2,3- 

dihydroxypropylamino)carbonylmethyleaeoxyphenyl)-5-fluoro-N4-(3-isopropylphe 
2,4-pyrimidinediamine. LCMS: ret. time: 20.04 min.; purity: 98 %; MS (m/e): 470 (MSt); 
10 NMR (DMS0-d6): 5 9.54 (IH, s), 9.41 (IH, s), 8.22 (IH, m), 7.95 (IH, m), 7.85 (IH, d. 
J= 10 Hz), 7.58 (IH, s), 7.43-7.32 (3H, m), 7.25 (IH, t, J= 7.75 Hz), 7.06 (IH, d, J= 7.75 
Hz), 6.64 (IH, d, J= 10 Hz), 4.47 (2H, s), 3.38 (4H, m), 3.16 (IH, m). 2.96 (IH, m), 1 .28 
(6H,d,J=6.9Hz). 

7.3.492 5-Fluoro-N4-(3-isopropylphenyl)-N2-[3-(N- 

15 methylamino)carbonyImethyleneoxyphenyl]-2,4- 

pyrimidinediamine R940288 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fluoro-N4-(3- 
isopropylphenyl)-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4-pyrimidinediammeand 

20 methylamine hydrochloride were reacted to give 5-fluaro-N4-(3-isopropylphenyl)-N2-[3- 
(N-methylamino)carbonylmethyleneoxy)phenyl]-2,4-pyrimidinediamine. LCMS: ret. time: 
23.43 min.; purity: 99 %; MS (m/e): 409 (M^, 41 1 (MET); 'H NMR (DMS0-d6): 5 9.90 
(IH, s), 9.74 (IH, s), 8.28 (IH, d, J= 4.8 Hz), 8.06 (IH, m), 7.78 (IH, d, J= 7.2 Hz), 7.58 
(IH, s), 7.4-7.3 (3H, m), 7.24 (IH, t, J= 8.4 Hz), 7.00 (IH, d, J= 7.25 Hz), 6.70 (IH, d, J= 

25 7.25 Hz), 4.44 (2H. s), 2.93 (IH, sept, J= 6.9 Hz), 2.74 (3H, d, J= 4.8 Hz), 1 .27 (6H, d, J= 
6.9 Hz). 

7.3.493 5-Fluoro-N4-(3-hydroxyphenyl)-N2-I2-(N- 
dimethyIaiiimo)carbonyIbenzofaraii-5-yI]-2,4- 
pyrimidmediainine (R926718) 

30 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fluoro- 
N4-(3-hydroxyphenyl)-N2-(2-methoxycarbonylbenzofuran-5-yl)-2,4-pyrimidinediamine 
and dimethylamine were reacted to yield 5-fluoro-N4-(3-hydroxyphenyl)-N2-[2-(N- 
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dimethylaniino)carbonylbenzofuran-5-yl)-2,4-pyrimid^ ^HNMR(CDCl3): 5 

8.06 (d, IH, J= 2.1 Hz), 7.91 (d, IH, J= 3.6 Hz), 7.57 (t, IH, J= 2.4 Hz), 7.37 (d, IH, J= 9.0 
Hz), 7.28 (s, IH), 7.19 (t, IH, J= 7.8), 7.06 (s, IH), 6.82-6.76 (m, 2H), 6.71 (dd, IH, J= 2.4 
and 7.8 Hz), 3.31 (s, 3H), 3.09 (s, 3H); NMR (CDCI3): - 47292; LCMS: ret. time: 17.29 
5 min.; purity: 92 %; MS (ni/e): 408 (MH^. 

7.3.494 N4-(3-Chloro-4-hydroxy-5-methyIpheiiyl)-5-fluoro-N2-[3-(N- 
piperazino)carboiiylmethyleneoxyphenyI]-2,4- 
pyrimidinediamine (R945149) 

In a manner analogous to the preparation of N4-(3,4-ethylenedioxyplienyl)-5-fluoro- 
1 0 N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinedianmie, the reaction 
ofN4-(3-chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N2-(3- 

methoxycarbonyImethyleneoxyphenyl)-2,4-pyrimidinediamine (700 mg, 1.6 mmol) and 
piperazine (4 g, 46 mmol) gave N4-(3-chloro-4-hydroxy-5-methylphenyl)-5-fluoro-N2-[3- 
(N-piperazino)carbonylmethyleaeoxyphenyl]-2,4-pyrimidinediamine (520 mg, 66%). ^H 
15 NMR (CD3OD): 6 5 2.22 (s, 3H), 2.75 (t, J= 5.4 Hz, 4H), 3.40 (t, J= 4.8 Hz, 2H), 3.54 (t, J= 
5.1 Hz, 2H), 4.62 (s, 2H), 6.57 (ddd, J= 1.5, 2.7 and 7.5 Hz, IH), 7.09 (dt, J= 1.5 and 8.1 
Hz, IH), 7.14 (t, J= 7.8 Hz, IH), 7.28 (t, J= 2.1 Hz, IH), 7.31 (dd, J= 0.9 and 2.7 Hz, IH), 
7.50 (d, J= 2.7 Hz, IH), 7.88 (d, J= 3.9 Hz, IH); i^F NMR (282 MHz, CD3OD): 8 - 168.63; 
LCMS: ret. time: 14.99 min.; 93.88%; MS (m/e): 486.96 (MH^. 

20 7.3.495 N4-(4-^e/-/-Butylphenyl)-5-nuoro-N2-[2-(N- 

methylamino)carbonylbenzofuran-5-yl]-2,4- 
pyrimidinediamine (R926713) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(4-?er?- 

25. butylphenyl)-5-fluoro-N2-(2-methoxycarbonylbenzofliran-5-yl)-2,4-pyrimidinediamineand 
methylamine hydrochloride were reacted to yield N4-(4-teyi-butylphenyl)-5-fluoro-N2-[2- 
(N-methylaniinocarbonylbenzofuran-5-yl]-2,4-pyriniidinediamine. NMR (CDsOD): 8 
8.05 (d, IH, J= 2.4 Hz), 7.88 (d, IH, J= 4.2 Hz), 7.57 (d, 2H, J= 8.7 Hz), 7.51-7.41 (m, 2H), 
7.34-7.31 (m, 3H), 2.94 (s, 3H), 1.33 (s, 9H); NMR (CD3OD): - 47682; LCMS: ret. 

30 time: 23.02 min.; purity:. 90 %; MS (m/e): 434 (Mit). 
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7.3.496 N4-(3,5-Dimethoxyphenyl)-5-fluoro-N2-[3-(N- 
methylaiiimo)carbonylmethyIeneoxyphenyl]-2,4- 
pyrimidmediaimne (R926796) 

In like manner to the preparation of N4-(ethylenedioxyphenyl)-5-fluoro-N2-[3-(N- 
5 niethylaniino)carbonylmethyleneoxyphenyl]-2,4-pyriinidinediainine, the reaction of N4- 
(3,5-dimethoxyphenyl)-N2-(3-ethoxycarbonylmethyleneoxyphenyl)-5-fluoro-2,4- 
pyridinediamine with methylamine hydrochloride gave N4-(3,5-dimethoxyphenyl)-5- 
fluoro-N2-[3-(N-methylamino)carbonylme1hyleneoxyphenyl]-2,4-pyriimdinediamm 
NMR (CD3OD): 6 7.92 (d, IH, J= 4.2 Hz), 7.42 (t, IH, J= 1.8 Hz), 7.12 (m, 2H), 6.91 (d, 
10 IH, J= 2.4 Hz), 6.59 (m, IH), 6.22 (t, IH, J= 1.8 Hz), 4.35 (s, 2H), 3.69 (s, 6H), 2.81 (s, 
3H); LCMS: ret. time: 18.35 min.; purity: 93%; MS (m/e): 428 (MH*). 

7.3.497 5-Ethoxycarbonyl-N4-(3,4-ethylenedioxyphenyl)-N2-[3-(N- 
methylainmo)carbonyImethyleneoryphenyl]-2,4- 
pyrimidinediamine (R926800) 

15 In like manner to the preparation of N4-(ethylenedioxypheayl)-5-fluoro-N2-[3-(N- 

methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrinudinediamine, the reaction of 5- 
ethoxycarbonyl-N2-(3-ethoxycarbonyhnethyleneoxyphenyl)-N4-(3,4- 
ethylenedioxyphenyl)-2,4-pyridinediamine with methylamine hydrochloride gave 5- 
ethoxycarbonyl-N4-(3,4-ethylenedioxyphenyl)-N2-[3-(N- 

20 methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrinudinediamine. ^H NMR (DMSO- 
d6): 8 10.05 (s, IH), 9.34 (s, IH), 8.69 (s, IH), 7.95 (d, IH, J= 4.8 Hz), 7.34 (dd, IH, J= 1.2 
and 7.8 Hz), 7.25 (bs, 2H), 7.13 (t, IH, J= 8.1 Hz), 7.00 (bd, IH, J= 9Hz), 6.81 (d, IH, J= 
8.7 Hz), 6.59 (dd, IH, J= 1.5 and 8.4 Hz), 4.32 (s, 2H), 4.30 (q, 2H, J= 7.2 Hz), 4.21 (s, 4H), 
2.63 and 2.62 (2s, 3H), 1.31 (t, 3H, J= 7.2 Hz); LCMS: ret time: 24.12 min.; purity: 91%; 

25 MS (m/e): 481 (MH^. 

7.3.498 N4-(3,5-Dimethoxyphenyl)-5-ethoxycarbonyl-N2-[3-(N- 
methylamlno)carbonylmethyleneoxyphenyl]-2,4- 
pyrimidinediamine (R926801) 

In like manner to the preparation of N4-(ethylenedioxyphenyl)-5-fIuoro-N2-[3-(N- 
30 methylaminocarbonyhnethyleneoxyphenyl)]-2,4-pyrimidinediamine, the reaction of N4- 
(3,5-dimethoxyphenyl)-5-ethoxycarbonyl-N2-(3-ethoxycarbonyhnethyleneoxyphenyl)-2,4- 
pyridinediamine with methylamine hydrochloride gave N4-(3,5-dimethoxyphenyl)-5- 
ethoxycarbonyl-N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4- 
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pyrimidinediainme. NMR (DMS0-d6): 5 10.20 (s, IH), 9.96 (s, IH), 8.73 (s, IH), 7.90 
(bs, IH), 7.36 (d, IH, J= 8.7 Hz), 7.28 (bs, IH), 7.12 (t, IH, J= 7.5 Hz), 6.84 (s, 2H), 6.59 
(dd, IH, J= 1.8 and 8.1Hz), 6.25 (t, IH, J= 2.4 Hz), 4.31 (m, 4H), 3.67 (s, 6H), 2.63 and 
2.62 (2s, 3H), 1.31 (t, 3H, J= 7.2 Hz); LCMS: ret. tune: 25.50 min.; purity: 96%; MS (m/e): 
5 482 (MH^. 

73.499 N4-(4-fcr/-Butylphenyl)-5-fluoro-N2-[3-(N- 

inethylamino)carbonylmethyleneoxyphenyl]-2,4- 
pyrimidinediamine (R926714) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
1 0 N2-[3-(N-methylaniino)carbonylmethyleneoxyphenyl]-2,4-pyTimidinediamine, N4-(4-ferf- 
butylphenyl)-5-fluoro-N2-(3-methoxycarbony]methyleneoxyphenyl)-2,4-pyrimidinediamine 
and methylamine hydrochloride were reacted to yield N4-(4-fer/-butylplienyl)-5-fluoro-N2- 
[3-(N-methylanMno)carbonylmethyleneoxyphenyl)-2,4-pyrimidinedian3ine. 'h NMR 
(CD3OD): 6 7.90 (d, IH, J= 3.3 Hz), 7.61 (d, 2H, J= 8.7 Hz), 7.40-7.33 (m, 3H), 7.14-7.11 
15 (m, 2H), 6.62-6.57 (m, IH), 4.36 (s, 2H), 2.79 (s, 3H), 1 .3 1 (s, 9H); ^^F NMR (CD3OD): - 
47514; LCMS: ret. time: 23.70 min.; purity: 93 %; MS (m/e): 424 (MH^. 

7.3.500 N4-(3-Hydro3£yphenyl)-5-trifluoromethyl-N2-[3-(N- 
methyIainino)carbonylmethyleneoxyphenyl]-2^- 
pyrunidinediamine (R926742) 

20 In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 

N2-[3-(N-methylamino)carbonybnethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3- 
hydroxyphenyl)-5-trifluoromethyl-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamine and methylamine hydrochloride were reacted to yield N4-(3- 
hydroxyphenyl)-5-trifluoromethyl-N2-[3-(N-methylarnino)carbonyhnethyleneoxyphenyl]- 

25 2,4-pyrimidinediamine. LCMS: ret. time: 19.11 min.; purity: 99 %; MS (m/e): 434 (MH^. 

7.3.501 5-FIuoro-N4-[(lH)-indol-6-yl]-N2-[3-(N- 
methyIamino)carboDyImethyleneoxyphenyl]-2,4- 
pyrimidmediainme (R926745) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
30 N2-[3-(N-methylanaino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 2-chloro-5- 
fluoro-N4-[(lH)-indol-6-yl]-4-pyrimidineamine and 3-(N- 

methylamino)carbonylmethyleneoxyaniline were reacted to yield 5-fluoro-N4-[(lH)-indol- 
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6-yl]-N2-[3-(N-methylammo)carbonylme1iiyleneoxyphenyl]-2,4-py^^ 
LCMS: ret. time: 17.41 min.; purity: 93 %; MS (m/e): 407(MII*)- 

7.3.502 N4-(3,5-Dimethyl-4-methoxyphenyl)-5-fluoro-N2-[3-(N- 
piperaziiio)carbonylmethyleneoxyphenyl]-2,4- 
pyrinudinediamme (R945156) 

In a maimer analogous to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrinlidinediatnine, the reaction 
ofN4-(3,5-dimethyl-4-methoxyphenyl)-5-fluoro-N2-(3-methoxycarbonylmethylene 
oxyphenyl)-2,4-pyrimidinediatnine andpiperazine gave N4-(3,5-dimethyl-4- 
methoxyphenyl)-5-fluoro-N2-[3-(N-piperazino)carbonylmethyleneoxyphenyl]-2,4- 
pyrimidinediamine. MMR (CD3OD): 8. 2.23 (s, 6H), 3.24 (m, 4H), 3.71. (s, 3H), 3.72- 
3.81 (m, 4H), 4.75 (s, 2H), 6.81 (dt, J= 1.2 and 8.1 Hz, IH), 7.10-7.13 (m, 2H), 7.24 (d, J= 
8.7 Hz, 1 H), 7.29 (s, 2H), 7.98 (d, J= 4.8 Hz, IH); i^F NMR (282 MHz, CD3OD): 8 - 
163.88; LCMS: ret. time: 15.94 min.; purity: 100%; MS (m/e): 481.12 (MH^. 

7.3.503 N4-(3-2^7i^Bu1ylpheiiyl)-5-fluoro-N2-[2-(N- 
methyIamino)carbonylbenzofur-5-yl]-2,4-pyriiiiidinediaii(iine 
R940291 

In like manner to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3- 
(N-methylamino)carbonyhnethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3-te/"f- 
butylphenyl)-5-fluoro-N2-(2-methoxycarbonylbenzofur-5-yl)-2,4-pyrimidinediamineand 
methylamine hydrochloride were reacted to give N4-(3-^er^-butylphenyl)-5-fluoro-N2-[2- 
(N-methylamino)carbonylbenzofur-5-yl]-2,4-pyrimidinediamine. LCMS: ret time: 23.05 
min.; purity: 100 %; MS (m/e): 434 (MH^; ^ □ □ □ □ (DMS0-d6): 6 9.6 (IH, s), 9.57 (IH, 
s), 8.75 (IH, m), 8.25 (IH, s), 8.15 (IH, s), 7.93 (IH, d, J= 8.5 Hz), 7.47 (3H, m), 7.44 (IH, 
s), 7.36 (IH, t, J= 8.5 Hz), 7.25. (IH, d, J= 8.5. Hz), 2.89 (3H, d, J= 4.5. Hz), 1.33 (9H, s). 

7.3.504 N4-(3,4-EthyIenedioxyphenyl)-5-fluoro-N2-[3-(2- 
hydroxyethylamino)carbonylmethyleneoxyphenyl]-2,4- 
pyrimidinediamiite (R926505) 

In like manner to preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro-N2-[3-(N- 
methylainino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine,N4-(3,4- 
ethylenedioxyphenyl)-5-fluoro-N2-(3-methoxycarbonyhnethyleneoxy)phenyl)-2,4- 
pyrimidinediamine and 2-hydroxyethylainine gave N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(2-hydroxyethylamiao)carbonyhnethyleneoxyphenyl]-2,4-pyrimiduiediamine. ^H 
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NMR (CD3OD): 5 7.87 (d, IH, J= 3.6 Hz), 7.37 (t, IH, J= 1.8 Hz), 7.24 (d, IH, J= 2.4 Hz), 
7.13 (m, 2H), 7.08 (dd, IH, J= 2.1 and 8.1 Hz), 6.77 (m, IH), 4.38 (s, 2H), 4,22 (s, 3H), 
3.63 (t, 2H), 3.40 (t, 2H, J= 6 Hz); LCMS: ret. time: 16.72 min.; purity: 98%; MS (m/e): 
456 (Mrf). 

7.3.505 5-FIuoro-N4-(3-hydroxyplienyl)-N2-[3-(N-2,3- 
dihydroxypropylaiiiuio)carbonyIinethyIeneoxypheiiyl]-2,4- 
pyrimidinediainiiie (R926746) 

In a maimer similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediainine, 5-fluoro- 
N4-(3-hydroxypheayl)-N2-(3-methoxycarbonylmethyleneoxyphenyl)-2,4- 
pyrimidinediamine and 3-amino-l,2-propanediol were reacted to yield 5-fluoro-N4-(3- 
hydroxypheQyl)-N2-[3-(N-2,3-dihydroxypropylamino)carbonylmethyleneoxyphenyl]-2,4- 
pyrirnidinediamine. LCMS: ret. time: 12.84 min.; purity:. 96 %; MS (m/e): 444 (MBT^. 

7.3.506 5-Fluoro-N2-[2-(2-hydroxy-l,l- 
dimethylethylamino)carbonylbenzofuran-5-yI]-N4-(3- 
hydroxyphenyl)-2,4-pyriiiiidinediamine(R926715) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fluoro- 
N4-(3-hydroxyphenyI)-N2-(2-methoxycari5onylbenzofiiran-5-yl)-2,4-pyrimidinediamine 
and 2-amino-2-methylpropanol were reacted to yield 5-fluoro-N2-[2-(2-hydroxy-l,l- 
dimethylethylan3iQo)carbonylbenzofiiran-5Tyl]-N4-(3-hydiDxyphenyl)-2,4- 
pyiimidinediamdne. ^HNMR (DMSO-d6): 5 9.41 (s, IH), 9.28 (s, IH), 9.22 (s, IH), 8.18 
(t, IH, J= 2.4, Hz), 8.09 (d, IH, J= 3.6 Hz), 7.56 (dd, IH, J= 2.4 and 8.7 Hz), 7.47 (d, IH, J= 
8.7 Hz), 7.32 (s, IH), 7.26-7.21 (m, IH), 7.13- 7.07 (m, 2H), 6.53 (d, IH, J= 8.7 Hz), 5.05 
(t, IH, J= 5.7 Hz), 3.46 (d, 2H, J= 5.7 Hz), 1.32 (s, 6H); LCMS: ret. time: 17.93 min.; 
purity: 97 %; MS (m/e): 452 (MH^). 

7.3.507 5-Fluoro-N4-(4-isopropoxyphenyl)-N2-[3-<N- 
methylammo)carbonylmetliyIeneoxypheiiyl]-2,4- 
pyrimidmediamme (R926730) 

In a manner similar to the preparation of N4-(3,4-ethylenedioxyphenyl)-5-fluoro- 
N2-[3-(N-methylamino)carbonylmethyleneoxyphenyl]-2,4-pyrimidinediamine, 5-fluoro- 
N2-(3-methoxycarbonyhnethyleneoxyphenyl)-N4-(4-isopropoxyphenyl)-2,4- 
pyrimidinedianune and methylamine hydrochloride were reacted to yield 5-fluoro-N4-(4- 
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